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In one sees not infrequently circumscribed 
that in theory are difficult to 
ify. Some of them develop into carcinoma. I 
have interested myself in an attempt to determine 
which lesions have this potentiality, for it should be 
possible to identify carcinoma in its exceedingly early 


It is plain that a new growth which has 
previously there was no growth must, while 
now obvious, have been at one time borderline, before 
that invisible, and before that nonextant. The a 
bears no controversy that a lesion having arisen de novo 

The problem arises, At what point is a carcinoma not 
a carcinoma? At what point does a process appearing 
de novo attain the status of cancerousness ? 

I am of the decided opinion that, at least in many 
instances, it is correct to think that cancer is cancer 
from the start. The concept of carcinoma developing 
from a “degenerated verruca,” or from a “precancerous 
keratosis,” is to my mind vague, indecisive, unclear and 
not representative of the truth. 

It is common experience that abnormal aggregates 
of cells do de novo become clinically apparent, do 

over periods of weeks, months or years, do 
increase volumetrically, in two dimensions of surface 
and one of thickness, and do ulcerate and enlarge and 
cause by their presence and activity of growth deleteri- 
ous effects in their host. 

A., a man, aged 60, had a raised, rounded, crusted lesion 
1 cm. in diameter and from 3 to 4 mm. thick on the skin of 
the leit preauricular region. One year previously there was 
no lesion of any kind to the best of his knowledge. A small 
“freckle” appeared, scaled off and seemed to be gone, later 
recurred, and attracted his attention six months before. It had 
enlarged rapidly in the past month, crusting and bleeding when 
the crust was removed. Excised with the actual cautery, this 
tumor was composed of a mass of irregular, multinuclear and 
polymorphous epithelial cells that underwent atypical keratiniza- 
tion, and it was diagnosed squamous cell carcinoma. 


I quote this one instance in substantiation of the 
thesis that cancerous lesions come into existence on sites 
previously normal, a fact of common experience. 

The next problem is to establish cases of indubitable 
carcinoma, to examine new growths of a less advanced 
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stage, and to show that they are of the same nature but 
simply less advanced and that they differ not qualita- 

vely but quantitatively. I agree with Broders that 
“the entity called carcinoma, regardless of etiology, is 
a primary disease of epithelial cells, and all other phases 

sequelae, though of great importance, are in reality 
of secondary nature.” The clinical entity called car- 
cinoma, I consider fundamentally a colony or culture 
of abnormal epithelial cells 11 parasitically on a 
host. I therefore make the assumption that a car- 
cinoma is a carcinoma independently of its size. This 
is a reasonable biologic par py analogously, a 
solitary fertilized ovum is as truly an individual living 
entity as is the adult into which it grows. 

The difficulty in studying what might be called 
embryo specimens of carcinoma lies in the fact that 
one never excises a portion of a lesion, allows a part to 
incubate on the host, and removes additional bits from 
time to time until a full blown, uncontrollable cancer 
has evolved from the remainder. 


ing indubitable steps in progress. 
done, while it might indicate the steps of continuous 
evolution of a carcinoma, yet objection would be based 
on the effect of traumatism and inflammation on a 
lesion that might otherwise not have taken such a 
course. 

The material from which one is forced to derive one’s 
concepts, therefore, is not so fortunately consecutive 
as is ordinary embryologic material. Lesions that one 
arranges as consecutive stages come from different 
individuals at different times, and a series composed of 
them suffers from the objection that it is not an 
unbroken series. This is unfortunate, but there is no 
other way. If one can show that cases of circumscribed 
epithelial tumors, arising in different individuals, never- 
theless possess characteristics that vary only in quantity 
and hence presumably only in duration, rate of progres- 
sion or stage of progress, one will have satisfied 
oneself that they represent the same thing. 

It is my custom, in treating a patient with what I 
believe to be an early carcinomatous lesion, to remove 
the entirety of it as a cylindric disk of dermis and 
epidermis, with a margin of normal tissue as narrow 
as I believe to be safe, by means of the actual cautery. 
The tissue removed is sectioned and the prepared slide 
examined to determine that the excision has gone 
beyond the margin of the atypical growth laterally as 
well as in depth. In no single case in my experience 
wherein the microscopic evidence has been clear that 
the tumor has been removed in toto has there been a 
recurrence. 


Broders, A. Carcinoma in Situ Contrasted with Benign Pene- 
21 Epithelium, 95 A. M. X. @®: 1670 (Nov. 12) 1932. 
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is study has been furnished by 
described. On examining them 
microscopically, I have seen many intergradations 
between definite, advanced carcinoma ad ty ae 1 
oe appear to me to be simply less 
s of identical basic nature. 

It is to be kept in mind that, in every case I describe, 

I am limited by the human impossibility of knowing 


what the lesion would have into had it been 
left alone. As Heimann says, “No one on earth is 
clairvoyant enough to select a given ed macule 


pigment 

. and point with certainty to its epithelioma- 
tous future.” 

While the concept of a disease process should include 
its progression in time. ee 
of a particular lesion is temporarily — 
“Histologic pictures depict only a state ; they show only 
coexistent features, not a chi oy og I am 
endeavoring histologically to show that structure of 
certain early and small lesions is such that it is reason- 
able to presume that if they were merely allowed to 


tissue, raised only slightly, about 1.5 cm. across, oozing and 
bleeding when the crust was removed. It was sharply circum- 

scribed and felt hard and firm; it seemed about 0.5 cm. thick. 
It was asymptomatic except for tenderness on pressure. It had 
received no treatment or traumatism. The regional lymphatics 


masses. Near the surface some of the cylinders had a lumen 
that was partly filled with keratinized and desquamated cells. 


W. IJ. Precancerous Dermatoses, J. Cancer Research 
a: 140 117 1916, 

3. Bloch, Cancers from the 
Dermatological Viewpoint, Cancer 
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cells of both the cylinders and the 
normally variable in size; their outline was less sharply 
their nuclei varied in size, shape and uniformity of 
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outline, which varied in size and was frequently huge as 

pared with the normally keratinized epithelial cell of the nearby 

corneum. Around some of the cylinders and outhuddings that 
the peri ’ 


mass would have enlarged, 
ulceration and sloughing would have occurred, and 
further increment in tumor quantity with attendant 
necrosis. infection and absorption ha 

the patient's death. 


Case 2 (figs. „ was 
a “fever ” which on the lower 
months 


The appearance in vertical section was as of tubules cut longi- 
tudinally. About 2 mm. from the surface all the cylinders 
and in keratinization they tended to retain their nucle 
into the loose, cellular stroma in strands of thickness of only 
one or two cells. 

The downward extent of the tumor mass into the loose, soft 
tissue of the lip was fairly sharply demarcated from the muscle 
fibers against which it had pushed. The border zone was 
narrow. While there was no capsule, the round cell infiltration, 
dense about the epithelial buds, left off sharply and was limited 
to the region only of epithelial growth. 

The sections showed that normal tissue surrounded the tumor 

This case is plainly carcinoma. Had the growth not 
. 2 — | been interrupted, the downgrowths would have con- 
| lip about six 
continued to 

smoke with the pipe stem against the sore. The lesion had V 

steadily and rather rapidly increased in diameter and thickness. 1 
It had been a crusting lesion from the start, but now the crust 
was more extensive, the lesion bled when the crust was forcibly 
removed, and it was tender and painful on pressure. The new 
— — — growth was somewhat raised, fairly sharply circumscribed, firm 
Fig. 1 (case ) })-— Branched and busting . masses of neoplastic to the touch, and set in the superficial portion of the 1 a 
epithelium invade the lip to a depth of 4 mm. stroma is compose whitish, lenticular disk with a granular, oozing surface. It was 
of’ densely nitrated round cells Thin 11 mm. across and practically circular; it felt about 3 mm. 
thick in the central part, the edges being thin and continuous 
continue proliferating they would attain the structure, With ＋ * had — 
dimensions and characteristics of what is generally 
considered carcinoma. The tumor was excised with a margin of normal tissue by 
Case 1 (fig. 1).—A man, aged 77, had a scaly spot on the means of the pointed cautery and sectioned vertically through 
lower lip to the left of the midline for perhaps eight years, the middle. Microscopically, an epithelial proliferation was 

though he had stopped smoking a pipe twelve years before. found embedded in the lip tissue to a depth of 28 mm. in a 

The patch had slowly and continuously thickened, especially in stroma of densely infiltrated round cells. The downgrowths 

the past year, and its rate of growth seemed progressively were in such narrow cylinders and strands that the central 
— in the lin portions of them had not keratinized, and only in some deeper 
aggregates had degeneration of centrally located epithelial cells 

occurred. There was, I presume, sufficient surface for nutrient 

exchange, so that within only the largest epithelial aggregates 

had keratinization occurred. Outbudding was so pronounced 

that a large proportion of the section showed epithelium in 

were not palpably enlarged. apparent islands. The surface from which the cylinders took 
The tumor was excised with a pointed cautery, and the whole ‘their departure was covered by layers of epithelium of only 
lump was sectioned vertically through its middle. Sections one or two cells, and the stroma was not only densely infil- 
stained with hematoxylin and eosin showed an epithelial tumor trated with round cells but contained many dilated capillaries 
embedded in the lip tissue to a depth of 4 mm., in a stroma engorged with blood, and many red blood cells were seen out- 
of densely infiltrated round cells. The tumor epithelium took side capillary walls. Many of the infiltrating leukocytes were 
its origin from the surface layer and grew down in cylindric polymorphonuclear, and the crust, composed of irregular and 
parakeratotic epithelial débris, was also purulent. In the larger 

— — — — ———————n than normal, stained paler and were not regularly arranged. 

The peripheral layer was composed of lavender-staining cells 

that were variable in size, shape, chromatin content, and uni- 

formity of staining. Round cells were seen interspersed between 


aggregates irregularly cornified, eosinophilic ion 

ucts were found, constituting horny pearls and peculiar in being 
in many instances hollow and filled with leukocytes, and so 


as in the preceding cases, was sharply demarcated from the 


I do not hesitate to call this carcinoma. It is clearly 
an infiltrative epithelial 17 with microscopic 
and clinical evidence active and atypical growth. 
In its probable further progression, had it not been 


and more widely, ulcerated and 
sloughed, and produced a clinical picture completely 
reconcilable in all its attributes with the concept of 
carcinoma. 


and without attracting attention. It had slowly thickened and 
was now a firm, whitish, sharply marginated, scaling and crust- 
ing plaque, oval, about 5 by 6 mm. in surface, and it felt about 
1 mm, thick. The central part was slightly thicker than the 
edge. It was not painful and had received no treatment. It was 
removed with the pointed cautery with a margin of normal 
tissue, and sectioned. 

The sections showed epithelial tumor embedded in lip tissue 
to a depth of 1.1 mm. The epithelial downgrowths were roughly 


axially and others at an angle. They filled the large propor- 
tion of the tumor area of the section. What stroma was present 
was composed of densely infiltrated round cells and capillaries 
engorged with blood. The epithelial downgrowths tended to 
branch and bulge. Their peripheral layer was not so regular 
as was the normal basal layer and in proliferation formed little 
buds about the blunt ends of the downgrowths. In places, these 
tended to loosen and extended out into the stroma. Within the 
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infiltrated with round cells, which were limited to the 
of epithelial growth and demarcated it sharply from the 
jacent tissue. 


If this new growth had not been interrupted, it is 
reasonable to presume that the downgrowths would 
have extended. As their constituent cells multiplied 
in numbers, more outbuddings would have been pro- 
duced, more horny pearls would have deve 
deeper invasion would have ensued. As t 
increased and the depth of invasion 
picture resembling that of case 2 might reasonably be 
imagined to have evolved. Therefore, while this is an 
early and small lesion, it is my conviction that it is 
cancer. 


Case 4 (fig. 6).—A woman, aged 70, had a small, scaling 
dome-shaped, flattened, circular, reddish yellow papule 6 mm. 
in diameter located on the left cheek. It had 

. It scaled slightly and itched a little at 
times. It was increasing in size steadily, she said. It felt about 
It was removed with the 


trated round cells and many capillaries. 
sharply limited to the zone of epithelial abnormality, and it 
sharply demarcated this from the deeper connective tissue. The 
whole process was limited to the superficial half of the dermis, 


Fig. 3 (case 2).—The neoplastic cylinders are narrower and more 
branching. Their central keratinization in whorls produces 22 
as 


and the interior cells of the aggregates had likewise the ten- 
whorls. 


It is reasonable to believe that if this process had 


As the aggregates 


increased in size, their cent tendency to keratinize 


aggregates of epithelium 
normal and tended in t 
form whorls. E 
and distinct horny pearls, onl 
SCESSCS. he zone Ol ep lal gre zone of adjunction of tumc 
limited the round cell infiltration, which, beneath the tumor, 
— 
7 
* 
sectioned. 

Microscopically, it was seen that the epithelium of 6 mm. of 
the surface was much thicker than normal; in actual measure- 
ment it reached a depth of I mm. Rounded papillary epithelial 
downgrowths extended into a stroma composed of densely infil- 

Fig. 2 (case 2).—The epithelial downgrowths reach a depth of 2.8 mm. rr 
in this circumscribed, crusted lesion of the lip. The zone of demarcation 
from deeper tissues is well defined. The stroma is like that of case 1 
and case 3. and sebaceous a erous is cs W ounc 
beneath the new growth, at a depth of 1.6 mm. from the sur- 
deeper lip tissue. At the margins of the tumor the downgrowths face. The downgrowing processes were somewhat looser in 
were shallow; at the central region they reached a depth of structure than those of case 3 and took more the form of strands 
almost 3 mm., so that the lesion in the gross was lenticular. than fat cylinders. The epithelial cells were separated a little 
The sections showed that the line of excision was well beyond more trom one another, but the peripheral layer was equally 
tumor growth laterally and in depth. irregular; the cells were also larger than those of the normal, 
— — 2322 
interrupted, it is rationally presumed that it would have | 
| 
the lower hp tor about two years, which appeared msidiously 
OF dom W ounded ends. ney were 
all alined perpendicular to the surface, so that some were cut 
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= to form whorls would have manifested itself in 

the production of full-blown horny pearls. The 
branching outgrowths from the cylindric processes 
would have become more complex in configuration, so 
that sections would show apparent islands. The 


massive structure thus evolved would satisfy every 
criterion of true carcinoma. 


Hookey * states. 
senilis suggests the tas iy ibility of urther evolutionary 
o malignant character.” Eller and Ryan 

“when a senile keratosis becomes verru- 
cous, it is a carcinoma.” It is my opinion that case 4 is 
already carcinoma. 

Malignancy, I believe, is a property of the tumor 
cell. The tumor mass, or clinical carcinoma, has no 
properties excepting those of its constituent elements. 
As Fraser“ writes, “From the pathologic point of 
view, the cells in Bowen's lesion have already under- 
gone the changes of malignant and for this 
reason the lesion should be classified as intra-epidermal 
carcinoma, not as precancerous.” I believe that the 
cells of the lesions I have described are also already 
neoplastic 


A capacity for unrestrained growth and invasion can 
only be interpreted from, not observed in, any histologic 
preparation. It cannot by any human means be 

icated as more than a presumption about any 
that one sees, not imagines. 

The lesions that I have presented have originated in 
the squamous layer of the epidermis. They are struc- 
tures which, one may reasonably believe, would have 
evolved into gross carcinoma if not interrupted. 

One must consider the present interpretation of pre- 
cancerous lesions. The idea of a “ ysis,” a 
term first used by Dubreuilh in his thesis at the third 


Hooke .A. Keratoma Senilis and Verruca Senilis, Arch. Der- 


mat (May) 1931. 
— and Ryan, V. J.: Senile Keratoses and Seborrheic 
Keratones. A ren! Syph. B: 1043 (Dec.) 
6. Fraser, J. Disease t ipple, Arch. 
Dermat (Dee) 1928 
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International Dermatologic Congress at London in 
1896, according to Bloch.“ is * used to imply. 
among other lesions, some such lesions as I have 
described, particularly in cases 3 and 4. 
the differences between these cases are basically — 
nificant, and I have described them in accordance wi 
this belief. 
Definitions of “precanceroses” such as I am deali 
with are vague. Cramer’ says: “Precancerous is us 
in strictest sense as designating a condition which will 
develop into a malignant condition with a high degree 
of certainty.” Sulzberger and Satenstein* define it 
thus: “The term precancerosis is a term which must 
be kept to designate conditions which, while not yet 
cancer, will, if untreated, practically invariably become 
cancer.” Bloch’s* careful review gives this definition : 
“We call precancerous those pathologic changes in 
tissue which, without being cancer, show the tendency 
sooner or later to develop into actual cancer.” He calls 
this a “clinical-statistical” definition and bases it on two 
points: (1) the determination with mathematical 
certainty of the probability that a lesion will become 
cancer, and (2) the reaching of agreement on the 
percentage probability at which one is satisfied that a 
certain type of lesion is precancerous. That is, if 50 
r cent of such lesions do become cancer, all such 
ons may rightfully be considered precancerous. The 
concept remains unclear. Heimann? says: “The term 
‘precancerous dermatosis’ has that alluring quality 
which captivates the imagination and courts acceptance 
until — reveals that it is i iate. At what 
point does precancerous lose its ? Is the problem 
one of medicine or — 


r magnification shows the 


Fig. 5 (case 3).—Hi y of the 

cells, . to keratinize in whorls, a y pearl so 

formed, and a stroma quantitati scant but qualitatively the same as 
in the preceding 


I have asked these questions, too. Bloch’s definition 
is untenable. It makes a basic error in attempting to 
apply mathematics where mathematics is inapplicable. 
It is humanly impossible to determine the probability 


— 42 2.2 aT 
Arch. Dermat. & Syph. 28: 798 (Dec) 1933. 
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“4 
Fig. 4 (case 3).—Sections of this scaly plaque show broad downgrowths 
that “branch a littl. The depth of extent is quite sharply delineated. 
and the total thickness of tumor tissue is 1.1 mm. 
This lesion might be called a senile keratosis. As 
N 
N 
N 
| 
4 


— CARCINOMA—SUTTON 437 
nN. With the last possible meaning of “precancerosis” 
1. Either a lesion does cancer, or it does not, as, etymologically, rightly “that which precedes the 
so that a lesion is not statistically eligible. 2. If one earliest cancerous lesion.“ the must be 
examines the structure of a lesion, it is bottled in invisible. Should still earlier lesions come to light, 
formaldehyde and has no biologic future. 3. If one precancer must still precede them. 

has not determined the structure of the lesion and it Hence I am led to conclude that s has 


impossible to say when it was not cancer. If a lesion 
is interrupted, it has a structure either compatible with 
the possibility of being early cancer or not compatible, 
in which case it must be thought of as being either 
probably early cancer or probably not early cancer. 
: “Of certain precanceroses, such as 
keratosis senilis, precancerous stage of xeroderma 
osa, of Bowen's and it may be said that 
in — they always turn into cancer. Actually. 
however, the changes may occur so slowly that often 
the patient does not live the required number of years.” 
Of this, I argue that, if the host is interrupted (e. g. 
by old age and death), and if the observer has t 
temerity to state that the lesion would have become 
cancer had the host lasted longer, the lesion must fall 
into the category of those which do become cancer and 
hence are cancer. 

It is hopeless to attempt to decide at what percentage 
probability of becoming cancer a lesion may be calied 
me because it is impossible to arrive at 

ledge of this probability. Bloch admits that 
“reliable figures do not exist.” i 
figures cannot exist. One must distinguish the con- 
notations of lesion“ in the generic sense, such as senile 
keratoses in general, and “lesion” in the specific sense 
of this particular tumor on this particular patient. In 
the error of indiscrimination between these two mean- 
ings, the one collective and the other particular, lies 
the confusion of all statistical effort. Specific lesions 


not yet examined histologically are not yet diagnosed. 
Hence lesions collectively are not ible of a 
statistical assay with respect to their indivi futures. 


The concept that precancer is that which is not cancer 
possi 


scientific demonstration and outside the ility of 
human proof. 
One might define as those lesions which 


may or may not be early cancer and cannot be decided 
on. Then one would be using the term “precancerosis’ 
to designate a state of doubt as to whether the lesion 
is or is not early cancer. This is not a desirable 
usage. Bloch states that the concept of rosis 
is of practical importance because the knowledge of 
precancerosis gives us the only means of practicing 
effective prophylaxis of cancer.” This statement is 
erroneous, for, plainly, the effective 1E. of 
cancer depends on recognition of early and curable 
—1 cancerous lesions, and on the — ledge of what 

be early cancer. Nothing is gained by calling 
pon cancer any other name, and any doubtful lesion 

t as appropriately to be destroyed as a lesion 
regarding which there is ro doubt. 

One might define precanceroses as those lesions 
which are becoming cancer. But in such a definition the 
dividing line between precancer and cancer is implicitly 
admitted to be impossible. And precancer automatically 
becomes early carcinoma. 


not been defined and cannot be defined ; rer 


wap 


not an observable reality, and as a concept deserves 
recognition only as a confusing makeshift. 

This removes the difficulty from the field of theory 
into that of practice. It may be hard to decide whether 
a lesion is or is not cancer. While the diagnosis may 
be, the lesion is not, on the fence. 

The criteria of early carcinoma are difficult to arrive 
at. Broders' his “carcinoma in situ” by the 
“altered cellular characteristics, in contradistinction to 
the cellular situation.” Bloch states: “We know of no 
single macroscopical-clinical, or mier l-histologi 
cal — which i is generally typical or pathognomonic. 


He lists: 


(2) ragte and hypertrophy of epidermis, of 


(b) Cores and irregularity of the whole epidermal structure. 
(c) Increase of mitoses; irregular and pathologic mitotic 


figures. 
particularly of nuclei (giant, 
and multiple, micronuclei, clumping of nuclei, 


(¢) Dyskeratotic manifestations. 
These features may be summarized as evidences of 


cellular * or neoplastic alteration. Hanse- 
mann's“ concept of “anaplasia,” used to explain the 
origin of cancer cells, is not sufficiently specific in 
meaning. I am in agreement with the hypothesis of 
Whitman“ that, in view of the atypical mitoses, 
multipolar divisions, hyperchromatic and hypochromatic 


», * David: Virchows Arch. f. path. Anat. 119: 229 (Feb. 


1 i as a Factor in the Production 
y 187 * 1919. 


comes Cancer, it is impossible to Know what its struc- 
ture was. 4. Before any lesion has become cancer, 0 
predictions about it are based on subjective. not | 
objective, data, being based on presumption and not on Oa ge 
perception. 5. After a lesion has become cancer, it is \ . | 
\ 
18 
—— — — — — — 
Fig. 6 (case 4).—This — dyskeratotic papule shows on section 
primary 82 in the epithelium. The tendency to grow downward 
is evident. The cells tend to group and keratinize in whorls. The sizes of 
the cells and their nuclei are irregular. The cellular i same 
as that in the preceding cases. The total thickness early 
i carcinoma is I mm. 
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nuclei, asymmetric mitoses and changes in the number 
of chromosomes, the cancer cell is “a new kind of cell, 
strictly and literally a mutated cell.” The earliest 
clinical cancerous lesion is then the smallest visible 
colony of progeny of a mutant somatic cell. The 
earliest theoretical cancerous lesion is the first mutant 
cell which, altered by mutation, retains its visibility, 
reproductive capacity and potentiality of being the 
ancestor of a parasitic colony, and loses its responsive- 
ness to the host's control of its growth. One can 
imagine that a mutant may not be viable and so never 
produce a clinical lesion; the mutant may be partially 
controlled and so produce benign lesions, or there may 
occur many mutations within one atypical cell colony, 
resulting in a tumor with several kinds of cells in it, 
such as basosquamous lesions. With this hypothesis, 
a precancerosis might be understood to be a lesion in 
which mutation is likely to occur. In the 
lesions I have described, however, it is my belief that 
the mutation has already occurred and that the status 
of cancerousness has already been attained. 


CHARACTERISTICS OF EARLIEST RECOGNIZABLE 
SKIN CARCINOMA 
On the basis of the foregoing considerations, I 
describe earliest recognizable skin carcinoma from 
three standpoints: the clinical, the microscopic and the 
theoretical. Clinically, they are circumscribed epithelial 
lesions that have arisen de novo, generally brownish. 


in persons with sun-sensitive skins. Microscopically, 
they manifest epithelial irregularity, acanthosis and 
dyskeratosis, with changes in cell type of the order of 
abnormal mitoses and atypical morphology, and with 
evidence of the probability of proliferative extension 
into a dermis that is characteristically infiltrated to a 
greater or less degree with round cells in the immediate 
. of epithelial abnormality. Theoretically, they 

i as colonies of progeny of mutant 
* cells, with retained capacity for proliferation, 
and lost responsiveness to growth control on the part 
of the host. 

Such a descripition is independent of the size of the 
lesion, in accordance with the theory that one cell can 
constitute a cancer. It is independent of rate of growth 
of the lesion, for the progression may be so slow as 
never to interfere with the well being of the host. It 
stresses the concept that carcinoma in the gross is 
purely a manifestation en masse of epithelium growing 
abnormally. It conceives relative malignancy as depen- 
dent on balance between proliferative capacity of tumor 
cells and resistance of the host. It explains multiplici 
of cell type in one tumor on the basis of mutation ol. 
lowing on mutation. It enlarges the concept of skin 
carcinoma, and it offers a reasonable and unified con- 
ceptual design for the interpretation of neoplastic 
processes. It is eminently practical, for it encourages 
suspicion of minute lesions, which might grow into 
gross carcinomas. 

The therapeutic correlate is that, if a lesion may 
cause serious trouble later, now is the time for its 
destruction. CONCLUSIONS 

1. (a) Many skin cancers begin as de novo lesions. 

(b) The earliest visible lesion in these cases is a 
circumscribed, scaly, epithelial new growth. 
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4 minute, scaly, epithe- 
tal now fo thin presume 
that, if not interrupted, they would become obvious 


carcinomas. 
(b) It is reasonable to believe that such lesions are 
in fact early carcinomas. 

ihood of its being early carcinoma, it mi — 
But it would be impose! 
predict that such a lesion might develop a structure, if 
uninterrupted, such that it would be properly called 
carcinoma. 

3. (a) It is impossible to determine at what point in 
its natural history a cancerous lesion was not cancerous. 

(5) It is reasonable to believe that cancer is cancer 
from the start. 

4. The concept of precancerosis is indecisive and 
undefinable. It groups unrelated conditions, which may 
or may not be early cancer. Its acceptance entails an 
insoluble problem of a dividing line between cancer 
and not-cancer, as well as an insoluble problem of 
statistical assay of lesions that are strictly individual. 

5. (a) A lesion may be cancerous independently of 
its size and rate of growth. 

(b) Cancer is primarily an epithelial disease. 

(c) A cancer consists of mutated somatic cells. 

2. The earliest visible manifestations are circum- 
scribed 1 lesions which microscopically are 

polymorphous epithelial cells that pro- 
liferate, 2 undergo mitosis in an abnormal 


manner. 

(¢) Malignancy depends on a balance between the 
proliferative capacities of its cells and the control or 
resistance of the host. 

(f) One tumor may contain several kinds of cells 
as a result of mutation following on mutation. 

6. Early cancerous lesions are readily destroyed and 
cured. In suspecting all early lesions and destroying 
them, one would prevent the development of all late 
lesions such as might become incurable. 

801 Lathrop Building. 
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results, the correct diagnosis must be established at the earliest 
possible stage. Early diagnosis followed by complete surgical 
removal is still one of the best methods of treating squamous 
cell carcinoma. This type of management makes possible a 
thorough histologic study of each lesion, which is essential if 
the benign and doubtful lesions are to be separated from those 
of early carcinoma. A statistical study of a large series of 
early cases which had been treated in this fashion with obser- 
vation of the patients over a period of years would be of con- 
siderable value. What is especially needed is some criterion 
by which the benign and early malignant epithelial new growths 
can be differentiated by their gross morphologic characteristics. 
In many instances the microscopic examination does not give 
conclusive results. The greatest difficulty is encountered in the 
borderline cases, and it is not unusual for equally clever pathol- 
ogists to differ in their interpretation of the clinical and micro- 
scopic observations. The term “precancerous” has been used 
for years to designate the malignant potentiality of lesions such 
as leukoplakia, senile keratosis and xeroderma pigmentosum. 
Dr. Sutton has given many good reasons why the concept of 
precancerosis is indecisive and undefinable. It is impossible to 


determine the future of any benign epithelial growth; never- 
theless the conditions that have been designated as precancerous 
will in a high proportion of instances become malignant, but 
since nothing is known concerning the specific etiology of can- 


rough, scaly or verrucous in character, asymptomatic 
or slightly pruriginous, occurring by predilection on 


cers there is no way of telling which apparently benign lesions 
become malignant. It is difficult : 
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precancerous 

poor term, but usage has established it firmly in medical nomen- 

clature. If in its strictest meaning “precancerous” denotes that 

the lesion will invariably become malignant if its course is 
i it should be discarded, for, as Dr. Sutton has 

stated, such a statement concerning any particular lesion cannot 

be verified. However, if precancerous means that a certain 
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can't tell whether the cells of a lesion are proliferating or 
whether they are invading; one cant see them acting, because 
as soon as one looks at them microscopically one has killed 
them; they are in formaldehyde. So it is a mixture of clinical 
and microscopic evidence from which one must derive one’s 
concepts. 
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BORDERLINE BREAST TUMORS 
BIOPSY AND POSTBIOPSY TREATMENT 


JOSEPH COLT BLOODGOOD, M.D. 
BALTIMORE 


There is still a good deal of difference of opinion 
among those best informed as to the type and method 
of biopsy and as to prebiopsy and postbiopsy irradiation 
in breast tumors. 

I have been observing the results in all breast tumors 
in which the tumor has been explored first. The object 
of this exploration was to determine its pathologic 
nature. Up to 1915 in the Halsted Clinic at Johns 
Hopkins, the naked-eye di is had been depended 
on. In my own experience since 1915 I have used 
naked-eye diagnosis in case, but, in addition, an 
immediate frozen section for microscopic 
resorted to in the operating room, and the operation 
or treatment that followed rested largely on the diag- 
nosis made on this immediate frozen section. 

Great changes have been observed and recorded by 
me since the first exploration that I witnessed on a 
borderline breast tumor more than forty-two years ago. 

These changes have been forced on the operator and 
his surgical pathologist by the decreasing preoperative 
incidence of malignant tumors in the clinic and the 
increasing occurrence of benign and borderline tumors. 
In the last five years, borderline tumors in which it is 
difficult to determine whether they are malignant or 
benign have greatly increased in numbers. 

In the first fifteen or twenty years of the Halsted 
Clinic more than 98 per cent of the women complaining 
of breast lesions had definite lumps in the breast and 
were subjected to immediate operation. In fully 80 per 
cent of these cases the tumor proved to be malignant. 
In my own clinic today only 15 per cent, instead of 
98 per cent, are subjected to operation, and the inci- 
dence of cancer in the total number is less than 10 per 
cent, and the incidence of malignant tumors in those 
subjected to operation is less than one half. The 
pathologic type of the distinctly palpable breast tumor 
subjected to exploration which has shown the greatest 
increase in the past three years is the borderline breast 
tumor, which I described in detail in a paper published 
in 1932. There are fifty-eight illustrations in that 
paper, and since the date of its publication two and 
one-half years ago, the number of new cases has been 
equivalent to what I had previously observed in twenty 


METHOD OF BIOPSY IN DOUBTFUL CASES 

The method of biopsy is employed when the palpable 
mass is small enough to be excised with a good margin 
of uninvolved breast tissue and the wound closed with- 
out producing loss of symmetry in the breast. In these 
cases the gross and microscopic of the 
tumor is not seen until the tumor is bisected, when 
held in the hollow of the left hand of the operator, 
studied with the naked eye and an immediate frozen 
section made and examined. If the operator and his 
pathologist are confident that the tumor is distinctly 
benign, the wound in the breast is closed and no post- 
operative irradiation is employed. When the operator 
and his pathologist are confident, from the gross 


and 
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been present for years and has become malignant, was in reality 
cancerous from the start. Paget's disease of the breast and 
Bowen's keratosis by pathologic evidence have been shown to Z 
begin as cancerous lesions, but this is not the case with other 
lesion is potentially malignant and that it is probable that it 
will become malignant, I can see no objection to its use. It 
would be better to designate such lesions as potentially malig- 
nant. What is most important is that all early and potentially 
malignant lesions be recognized and removed or destroyed. 
Du. Haroip N. Core, Cleveland: I have had the opportunity 
of looking over Dr. Sutton's histologic material. I know that 
he has painstakingly made serial sections on dozens of new 
growths, attempting to come to some conclusion on the argu- 
ment advanced by Broders of a carcinoma de novo: of its 
being a carcinoma from the beginning. It is only by such 
studies that some conclusion can really be reached as to when 
a malignant condition starts or whether it does actually start 
from the beginning, or whether some of the lesions are going 
to remain precancerous and continue the same. 
imagine 
that they represent somatic mutations and so colonies of 
mutant cells that have the capacity for invasion. The word 
“malignancy” has so many different meanings that it is hard 
to know just how to apply it to this concept of cancer. One 
16: 103 (Jan.) 1932. 
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appearance and the frozen section, that the tumor is 
distinctly malignant, an alcohol sponge or 3 
loride (and squeezed d 2 
skin — & and On complete operation for 
cancer performed at once. 
8 2 ures for tumors of the breast, when 
there is no bt about their pathologic nature, have 


Fig. 1.-Appearance of after the — 

chically benign, — 

Guring 

forearm represents the palpable subcuta 

June 13, a os under ine hydrochloride and proved to be a benign 
nerve-sheath : patient was free from a recurrence of either 

— — months after the operation on 


— 


heen accepted by the majority of operators, pathologists 
and radiotherapists. I am beginning to accumulate evi- 
dence which clearly indicates that there is no danger 
in closing the wound, without either the alcohol or the 


zinc chloride sponge after the removal of the malignant 


that, 
— cent piece (24 mm.) and has been present 
one month or less, its local excision and postoperative 
irradiation may offer as many chances of a permanent 
cure as the radical operation. In a number of such 
cases of which I have records, operation has been done 
in this way (in other clinics and in a few in my own 
clinic ) when the patients refused the complete operation. 

The third type of breast tumor is that in which the 
operator and his pathologist are in doubt as to a malig- 
nant condition. This is the true borderline tumor. 
From my study of borderline tumors since 1892 I have 
found, with the rarest exceptions, that they are benign. 
If the complete operation is performed immediately or 
later, the axillary glands show no metastasis. Practi- 
cally all patients with such borderline tumors have been 
followed from five to forty-two years. In not a single 
case up to the time of death, or at the present time if 
the patient is living, has there been any sign of malig- 
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nancy in the scar or of internal metastasis. The per- 
centage of malignant involvement of the other breast 
has been identical with that in an equal number of 
benign adenomas of the breast at the same age and 
followed through the same periods of time. 

There seems to be largely an agreement among the 
greatest authorities as to this method of biopsy when 
exploration must be done to determine the pathologic 
type of the tumor and when the tumor is sufficiently 
small to allow its excision through uninvolved breast 
tissue and the closure of the defect in the breast with- 
out producing loss of symmetry. 

To repeat, the majority of expert authorities urgently 
advise the immediate complete tion should the 
operator and his pathologist that the lesion is 
distinctly malignant. Of course, they all agree to the 
restricted removal of the tumor of the breast only when 
it is agreed that it is benign. 

There is a great difference of opinion as to the 
method of procedure in the borderline tumor. I am 
advising the treatment of the borderline tumor on the 

ing table as one treats the benign tumor, but, 
after the I advise irradiation of the breast 
and axilla while sections are being submitted to two or 
more widely experienced surgical pathologists. 

In many instances this biopsy can be done under local 
anesthesia. If the operator plans to perform the com- 
+ operation, should the tumor prove to be = 

should work in the operating room of a * 
with full preparation for the complete operation. 
the operator who has had experiences similar to mine 
and feels justified in 
closing the wound 


if the complete op- 
eration is to be done 


later. it is not essen- 


ber coming to the 
clinic with benign 
conditions of the 


ion is not in- 
dicated. Also there 
is no doubt that 
transillumination in 
a dark room, as 
first advocated 
Dr. Max Cutler of 
Chicago, has done 
more than any other 
new procedure for the distinct recognition of a benign 
lh seme cyst larger than a twenty-five cent piece. 
In my clinic we no longer subject to operation distinctly 
palpable tumors larger than a twenty-five cent piece 
unless they transilluminate dark. 
There is a fourth group of tumors that are increas- 


ing in numbers with the exploration and complete exci- 
sion of clinically benign tumors of the breast. These 


Fig. 2.— of a bisected tumor 


* 
| 
2 
| = , no matter what the 
nature of the tumor 
may be, and give ir- 
— 
— | 
at the patient | 
be prepared for the | 
complete operation. 
There is no ques- 
tion that the educa- 
tion of women has . 
| 
tumor, and in subjecting the patients to postbiopsy 
irradiation. I am beginning to accumulate evidence | | 


Votume 104 
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tumors are solid and have the distinct and micro- 
appearance not only of a malignant h but 


scopic 

of a grade IV acute carcinoma; that is, the type of 

tumor which, if neglected by the host, develops ulti- 

mately into cancer en cuirasse. My entire experience 
me that in every stage of its this 


grade IV acute carcinoma is best not subjected to 
operation. So far they have never been cured, but the 


duration of life is often 
distinctly more comf 
out t 


tion. The women of this country are showing the 
results of the educational efforts of the American 
Society for the Control of Cancer, the medical societies, 


and individuals in the medical profession. When 80 - 


per cent of distinct breast lumps are cancer and more 
than 95 per cent of these are evidently so clinically, 
exploration for a malignant tumor is the exception 
rather than the rule. In many hospitals today there 
is an increasing number of breast tumors explored in 
the operating room, an increasing number submitted to 
frozen section in the operating room, and an increasing 
number in which the pathologist is in doubt as to the 
diagnosis. The pathologist must be able to advise this 
group what to in case of doubt. In fact, in the 
most experienced clinics in the world today the number 
of borderline tumors found at exploratory biopsy is on 
the increase. Every surgeon and his pathologist know 
what to do when the breast tumor is distinctly benign, 
and they still know what to do if they wish to follow 
the major — when the breast lump is distinct! 

malignant. Very quickly the educated community will 
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force on 8 and his pathologist an 
increasing of line tumors 


In my opinion, the proper procedure is the complete 
excision of the palpable lump, by cutting roy 
uninvelved breast tissue, by closing the wound and 
giving postoperative irradiation to the breast and axilla. 

There is a difference of opinion among radio- 
therapists as to the time that should elapse before the 
closed wound in the breast is irradiated. There is no 
doubt that if begun at once the wound may break 
down, and if this wound becomes infected, it interferes 
with the value of irradiation. I am advising the irradi- 
ation at once when the frozen section favors an ulti- 
mate diagnosis of malignancy and have advised delay 
when the section favors a benign condition. By great 
care of the wound, should it break down, infection can 
be avoided. In view of the fact that there is such a 
difference in ability among even well trained surgical 
pathologists to recognize the malignant tumors of 
the breast in their earliest stages, I am inclined to the 
view that it may be safer to give irradiation over the 
axilla at once, protecting the breast wound and givi 
irradiation over the breast and its wound within a 
or ten days. In three cases subjected to immediate 
irradiation the wound broke down but did not become 


Fig. 4. 


Peri of shown in J. A 
Py phery of tumor figure typical hypertrophy 


infected and healed perfectly by granulation. In many 
instances the wound did not break down. So far I have 
observed no bad results from irradiation. 


SECOND TYPE OF EXPLORATORY BIOPSY OF 


BREAST TUMORS 
Halsted, beginning in 1889, in his clinic at Johns 
Hopkins, when he explored a breast tumor cut directly 
down into it with the knife, and, if its naked-e 
appearance suggested to him a malignant growth, 


aft 
| 
| 
* | 
— 
we | J 
tig. 3. Section showing nonencapsulated tumor removed during carly 1 
months of pregnancy from patient shown in figure 1. This section was 
taken from the center of the tumor, showing stroma of the old adenoma 
and definite gravidity hypertrophy of the parenchyma. 
4 prolonged and the patient made c 
able by proper irradiation with- 
tion, even when the tumor is 
observed in an inoperable stage or is recognized with 2 
the microscope in a frozen section at the exploratory 4 0 
biopsy for an apparently benign tumor of the breast. * 3 
One has to bear in mind that the actual change in the e 
relative number of malignant breast tumors which are * 
still clinically benign and must be explored is toward 
an increase. I am convinced of this because it has been * * 
shown in excised breast lumps sent to me for examina- " . 
4 
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cauterized the cut tissue with phenol (carbolic acid) 
followed by closed the wound, 


operation for cancer. Such ex 
occurrence, and the patients were most carefully fol- 
lowed. We could never find evidence that this explora- 


5.—Areas of tumor shown in figure 3, which many pathologists 
Zit, of tumor shan 


the complete i 
decreased the chances of a cure. When the 


glands were not involved, per cent of the patients 
were living at the end of five years, whether there had 
been an exploration or not. In the majority of breast 
tumors explored, the glands were not involved. When 
the glands were involved, the five-year cures did not 
seem to be affected by an exploratory incision followed 
at once by the complete operation. 

Halsted was so confident of his naked-eye di 
that he was very late in adopting frozen sections. I 
have only one positive case in which Halsted failed to 
recognize a malignant condition by the naked-eye 
appearance of a breast tumor and restricted his opera- 
tion to the removal of the tumor only. The tumor was 
a smooth-walled and thick-walled cyst containing blood. 
There was no papilloma. Cancer was not recognized in 
the wall until permanent sections were studied within 
one week. The complete operation was then performed, 
and the removed glands in the axilla and above the 
clavicle showed metastasis. The patient died of internal 
metastasis. In a letter to Dr. Welch, written some two 
years before Dr. Halsted died, he expressed great 
satisfaction over his ability to recognize with the naked 
eye the correct pathologic condition of tissue exposed 
at operation. 

Another evidence of this extraordinary ability of 
Dr. Halsted is the borderline tumors he explored 4 to 
1915. In not a single instance did he look on this non- 
encapsulated tumor as malignant. After cutting into it 
he excised it as he would an encapsulated benign tumor 
or a blue-domed cyst. He closed the wound without 
performing the complete operation. The tumors were 
then sent to the laboratory. In the early years they 
were diagnosed adenocarcinoma by Dr. Welch. After 


tion followed at once by 
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1892 they were myself, usually in con- 
sultation with ith Dr. Welch. be. Ha Halsted the 

performed the 


n 1915 I submitted the section from these 
tumors to a large number of the best trained surgical 
— in New Vork. Philadelphia and Detroit. 

written diagnosis of the majority was malignancy. 
or suspicion of "ox? There was never a 
unanimous vote in favor of malignancy. There was 
always a minority in favor of a benign condition. 
Many of these cases have already been 
attended 

microscopic diagnostic demonstrations in the 
Surgical Laboratory ef the Johns Hophins 
Hospital in the last four years. In every instance there 
is still a difference of opinion, but the larger number 
vote benign, while in 1915 the ee — 
Sections from malignant tumors of the breast submitted 
to these groups are always — without exception 
malignant. Therefore, when two or more pathologists 
of average training and ability differ as to the malig- 
nancy of a breast tumor, the chances are that it is benign 
and will be cured without a more extensive measure 
than the removal of the tumor only. 

These borderline tumors are on the increase. The 
present paper is designed to call attention to the fact 
that when the tumors are small enough the method first 
followed by Halsted should be changed to the complete 
removal by cutting through uninvolved breast tissue. 
But when they are too large for this method they may 


Fig. . Section of the normal breast in pregnancy removed 
tumor shown in figure 2. 22 


be cut into. The encapsulated solid tumor must be 
differentiated by frozen section, because often in young 
and in older women the larger tumor may be a fibro- 
adenoma or a sarcoma. In the benign tumor the breast 
can be saved. In the malignant tumor the breast and 
the major pectoral muscle must be completely removed. 
The direct incision into breast tumors is necessary now 


complete operation. As ve y said, the d 
glands were never involved, and these patients lived for 
years and before or at death showed no signs of cancer. 
£ 
& 
| 
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in far fewer cases; 
appearance of a blue-domed cyst or a istinctly 
ed tumor so obvious that a frozen section is 


of the child. 
, when the menses appeared, “the tamer returned 
for a few weeks and disappeared agai 


This patient (fig. . disease in 
v. in spite 
of which there is a minority in my own laboratory who 


most thoroughly all the tumors of the breast removed 
during pregnancy and during lactation and 

them with this case. He is still of the opinion that this 
case must be i ed 


axilla only. 

line tumors, the best pathologists still disagree, but 
when they do so the patients live. Therefore, if good 
pathologists disagree it is fair to the patients to restrict 
the operation to the removal of the tumor. There is 
no objection to irradiating the axilla and protecting the 
wound of the breast while the decision of the pathol- 
ogists is being awaited, and there is no objection—if 
there is disagreement—to finish the course of irradia- 
tion over the breast. I myself was so convinced that 
this case was pregnancy hypertrophy that I gave no 

more irradiation. I stopped her nursing after both 
further growth in 
other areas of benign adenoma of the breast. 

Figure 1 was taken about one year after the birth of 
the child when all examinations were negative, except 
a small tumor, outlined in ink, on the forearm, which 
was removed in June 1932 and proved to be a benign 
nerve sheath tumor. Later, with the second pregnancy 
as already reported, nodules appeared in ＋ periphery 
of the — above the scar. 

Figure 2 shows the good margin of uninvolved breast 
tissue in pregnancy hypertrophy removed with a central 

zone of nonencapsulated tumor tissue. The tumor 
— is smooth, while the breast is faintly lobulated 
and projects above. 

I felt this tumor in the patient’s breast two years 
before her marriage. It was freely movable and about 
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the size of a five cent piece (21 mm.). I advised its 

of the danger of its giving her trouble 
if she became pregnant and warned her o oe 


of losing her breast should she have this tumor removed 


diagnose i 
ler, tumor in the left breast, which disappeared 

before she was married. 

Figure 3 is a 
the tumor removed. 
stroma of the old fibro-adenoma and 
proliferation of the lobule of the old fibro-adenoma. 

Figure 4 shows a section from the junction of the old 
fibro-adenoma 


and the breast, the seat of pregnancy 
hypertrophy. 


Figure 5 is an area in the fibro-adenoma which 
influences many pathologists to the diagnosis of malig- 


= 2). 


which is a section of the normal hypertrophy of 


pregnancy. 

I have been familiar with these typical microscopic 
pictures in distinctly encapsulated tumors removed 
from the breast during pregnancy or lactation. In not 
a single instance have I been able to find pictures in 
these lactating adenomas that resembled the micro- 
scopic picture of cancer in the breast during pregnancy 
or lactation. In practically all malignant tumors during 
pregnancy or lactation the axillary glands have been 
involved, and in more than 75 per cent in which the 
glands were involved the patients died of cancer. 
Billroth has called attention to the fact that adenomas 
of the breast are subject to the same changes as is the 
breast during and lactation. But there is no 
complete study yet published with proper illustrations 
on the microscopic pictures of breast tumors during 

and lactation, and of their differentiation 
ignant tumors. 


—— retraction of nipple 


from n 


F— ? 
Numper 6 
only 
confirmatory of the naked - eye appearance. 
I will reproduce here the illustrations of two cases that uring pregnancy or lactation, ause many pathol- 
represent two distinct clinical types: One was clinically 
benign, a case in which the tumor was excised by cutting 
through normal breast, the seat of pregnancy hyper- 
trophy. There was a difference a opinion on the 
frozen section at the time of the operation, and for this 
reason the patient was given immediate irradiation over 
the axilla without irradiation of the wound. There has 
been a difference of opinion on the interpretation of the 
sections among my own associates and at every meeting 
for the microscopic demonstrations held at the Surgical 
Pathological Laboratory of the Johns Hopkins Hospital 
years and has had a second pregnancy and normal 
delivery. During the second pregnancy four or five - 
nodules appeared above the scar in the breast. These 
were not skin metastases but little breast tumors from 
still interpret the microscopic sections as malignant. and 8 
the majority of those who restudied these sections 44 
during the microscopic demonstrations held three times ree 
a year still cling to the diagnosis of malignancy. One Pos eh 
of the special workers in the laboratory has reviewed ran 
: act that the patient is well more than two years alter 
the removal of the tumor only and irradiation of the - 
= 
hown 
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I have no evidence that malignant tumors in the 
breast during pregnancy or lactation arise in preexisting 
adenomas of any type. 


The second case to be here (figs. 7 and 
8) was a diffuse tumor of hemisphere of the 
breast, too large for e excision. It was 


partially removed, numerous frozen sections were made, 
and the operator, my associate Dr. I. Clarence Cohn, 
decided that it was benign and saved the breast. There 
was no postoperative irradiation. There was a differ- 
ence of opinion during the operation and has been since. 
It has now been more than three and one-half years; 
the patient is well, and the breast palpates and trans- 
illuminates normally. During this period I have been 
making in the laboratory a complete restudy of a type of 
breast tumor that I have called 


be associated with ‘fully devel- 
cancer, and then it acts like fully developed cancer 


with the same sis. The case shown in figures 
7 and 8 is, u the microscope, the benign type of 
comedo-adenoma. I shall show only one 


one microscopic 
picture here (fig. 8), because I expect to report fully on 
this case later in the American Journal of Cancer, as I 
delivered a paper on this subject before the American 
Society for Cancer Research in Toronto in May. 
Figure 7 pictures clinically Dr. Cohn's case. The 
patient was a woman at the cancer age, and there were 
certain things in the clinical picture that made Dr. 
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explored. The retraction of the nipple shown 
in the photograph was intermittent. The mass occupy- 
ing the upper hemisphere of the breast varied in size. 
The patient was certain of this. When Dr. Cohn 
explored the tumor it was solid, diffuse and without 

but there were numerous comedos of granular 
debris which could be ex from the surface of 
the tumor — . was no gross evidence 
of cancer on Nor, in the section 
(fig. 8) was rr evidence of anything but comedo- 
adenoma, or what is known in the literature as duct 
cancer. 


I urge every one who reads this article to read also 
a paper by Campbell * on chronic mastitis. 

bell gives the best discussion of all the literature on t 
subject. 
literature on chronic cystic 

Dr. Charles F. Geschickter.“ The difficulty in pre. in pre- 
senting borderline tumors is, first. ques tor emis 
and, secondly, one must wait at least two or three years 
to ascertain the result. 

The only way for surgical 
familiar with this group so difficult t 


reason he 


clinically benign tumor that is small 
excise the tumor by cutting through healthy tissue and 
then, after its removal, bisect it in his hand and make 
frozen sections. If in doubt as to a malignant con- 
dition, the wound should be closed. If high 
roentgen therapy is available, radiation over the axi 
should be done. If the pathologic reports from a 
number of pathologists come in uniformly that the 
tumor is benign, or by the majority that it is benign, 
nothing further should be done. If the pathologists 
agree as to malignancy, or only the majority of them, 
there are two courses—ceither finish a t pre- 
operative course of irradiation and then wait the proper 
time and perform the complete operation for cancer, or 
stop irradiation, wait a proper interval and then 
perform the operation for cancer. At the 
present time the majority of the best trained and 
experienced surgeons, — and radiotherapists 
are of the opinion that complet ſor cancer 
soon as the pathologic report of the consulting group 
is received agreeing with, or with a majority opinion 
in favor of, mali 

My own opinion at the present moment, I appreciate. 
is a minority opinion. But I am gathering evidence in 
its favor and I propose to put this evidence before my 
colleagues as quickly as possible. I have sufficient 

i „ however, to justify this conservative advice 
about borderline tumors, cane gam those of the type 
that can be excised — in the case 
in figures 1 and 2. conn of the of 
case illustrated in figures 7 and 8, the conservative 
operation should be reserved for those special clinics 
which have had large experience in the treatment of 
borderline tumors of the breast; otherwise, the com- 
plete operation for cancer of the breast should be 
performed at one sitting. 


2. Campbell, O. J.: Relationship Between Cystic Disease of the 
Inst, Hist, Med? 1934, in Bul. 
Johns Hopkins Hosp., June 1934. 


W. 
1 study the microscopic sections repeatedly as the patient 
Np ™- is followed. 
* J My experience to date seems to justify my making 
* * ¢ the statement that when a surgeon operates on a 
( 7 | 
— — 
— | 
—~ 
> J — | 
Fig. . Section of tumor in breast shown in figure 7, interpreted as 
benign comedo-adenoma by the operator. Incomplete removal. No recur- 
rence in the remaining breast three and one-half years later. No irradia- 
tion before or after operation. In the upper half are typical comedones; 
the lower half of the picture shows intraductal papillary adenoma. No 
evidence of cancer. 
and now call comedo-adenoma. When this tumor is of A 
a pure microscopic type there has never been metastasis 
to t ay 111 7 * a 18 
come 
oped 
3301 North Charles Street. 


ABSTRACT OF DISCUSSION 
Ds. Irvin Louisville, Ky.: More tumors requiring 
biopsy are being seen than ever before. I have used biopsy with 
immediate examination of the frozen tissue sections since 1917, 


scope would be superior to one’s own naked eye interpreta- 
tion, regardless of how much one correlates the experience of 
the two. When the biopsy proves the tumor malignant, my 
routine practice has been to close the wound and immediately 
proceed with a radical mastectomy. I am aware that in some 
quarters there is a disposition to vary from this treatment; 
namely, that when the tumor is small and is removed by biopsy 
and proved to be malignant, it may be treated safely with 


implanted in the wound, with subsequent 
irradiation after the healing of the wound. All five had recur- 


profession. In my earlier experience | endeavored to 
i so-called borderline 
One of them came back wit eight months 
recurrent growth in the breast, and two others came back 
breast and 


prevent local extension and recurrence. 

Dre. Max Cris, Chicago: Dr. Bloodgood raised several 
important questions on radiation therapy of mammary cancer. 
Difference of opinion exists on this subject, which because of 
inadequate data is at present a subject of controversy, even 
those who have had the greatest experience with this 

I should like to make the following observation: 
Three major difficulties are encountered in the radiation treat- 
ment of mammary cancer: 1. The extensive surface area that 
must be regarded as potentially involved, regardless of how 
early the lesion appears to be on clinical examination. 2. The 
relative radioresistance of most malignant tumors of the breast. 
3. The difficulty and uncertainty of effective irradiation of the 
axillary lymphatic glands. According to the latest conceptions 
of dosage and technic, the amount of radiation that is necessary 
to sterilize the more radioresistant forms of mammary cancer 
is such as to preclude the subsequent radical surgical removal 
of the breast with safety. Thus the present development of 
radiation leads to a more effective treatment of mammary cancer 
when radiation alone is used rather than when radiation is 
combined with surgery. The use of preoperative radiation in 
moderate doses can be defended on the basis that there exists 
a small group of carcinomas of the breast that is moderately 
radiosensitive. Clinical and pathologic evidence is available to 
demonstrate that this small group can be sterilized by a dose 
of radiation that can be followed safely by the radical surgical 
operation. I utilize preoperative radiation under two circum- 
stances: 1. In lesions of clinical borderline operability. 2. In 
lesions in which the clinical setting and microscopic evidence, 
when available, indicate the presence of a highly malignant 
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critical analysis. When the complete radical operation is per- 
formed on an early localized carcinoma of the breast and the 
axillary lymphatic glands are not invaded, it is difficult to 
defend the routine use of prophylactic postoperative irradiation. 
although this procedure has been generally adopted by most 
clinics. Since postoperative irradiation can be administered 


lactic postoperative irradiation, and I utilize it under these 
circumstances. Because of the fact that when irradiation 
cedes surgery the dose of radiation must be reduced, it 
entirely inadequate to control the more radioresistant forms 
mammary cancer. Because of this fact the restriction of 
extent of the surgical procedure is entirely unsound and 
ous. Under no circumstances should 


a 

11 

115 


every hospital can be furnished with such a trained 
Therefore the operators, when their own pathologists are unable 
to diagnose the breast tumor, must send it to two or more of 


breast can be irradiated. If the positive diagnosis of malig- 
nancy comes in then, radiation treatment can be stopped and 
after an interval of one week or ten days the complete opera- 
tion for cancer performed. 


The Fertile Period in Monkeys.—The female monkey, 
which is the only animal to show a true and regular menstrual 
bleeding, has a menstrual cycle lasting on the average from 
twenty-seven to thirty days (Corner, E. Allen, Hartman, 
Joachimovits, Spiegel and Zuckerman). In contrast with other 
animals, which have a distinct heat and, as a rule, only copulate 
during this time, the female monkey allows access to the male 
at all parts of the menstrual cycle, but she does not become 
pregnant after every coitus. This animal, therefore, also mani- 
fests a periodic alternation of fertility and sterility. Hartman, 
who carried out a lengthy series of experiments on a large and 
well supervised colony of monkeys to determine the boundary 
between the fertile and the sterile periods, found that out of 
420 acts of intercourse, which took place on all days of the 
menstrual cycle, only 52 led to pregnancy, and that out of these 
52 conceptions, 49 took place between the eleventh and six- 
teenth days inclusive. Hartman found a fertility rate of 25 per 
cent on the eleventh day, 11 per cent on the twelfth and 
thirteenth days, and 25 per cent on the fourteenth day. There 
is, in fact, such a sharp line between the sterile and fertile 
days of the monkey that Hartman is perfectly justified in say- 
ing that these animals have a “safe period.”—Knaus, Hermann: 
Periodic Fertility and Sterility in Woman, Vienna, Wilhelm 
Maudrich, 1934. 
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statistical evidence attempting to prove the value, or lack of 
value, of prophylactic postoperative irradiation is contradictory, 
subject to numerous fallacies, and insusceptible of withstanding 

with complete safety and its use entails no risks or delays, most 
radiologists advise this procedure as a precaution. When 
microscopic examination of the tumor indicates a highly ana- 
plastic carcinoma or when the axillary lymphatic glands have 

—— ů — been invaded, there is considerable evidence to indicate prophy- 

ment but I have had come into my service five patients who 

have been so treated elsewhere: a small tumor was removed 

rences in the breast and three had axillary metastasis. The 

result of complete mastectomy in the presence of a malignant 

condition has been so excellent as to compensate for the loss 

of the breast. The retention of the breast in the presence of a 

known malignant condition, to be treated subsequently with 

radiation, is fraught with danger, particularly if the practice 

becomes general. The wide variation in equipment, in technic, 

in dosage of irradiation, is such that it is a dificult matter for 

one to draw correct conclusions as to the evaluation of the . 0 0 50 

method. If every one had the machine to which Dr. Bloodgood ™ I wished they would. I was trying to bring the borderline 

referred, with a 200 kilowatt power, and if there was a stand- tumors before the profession. At least I have no evidence that. 
ardized dosage and technic, it might possibly be safe to attempt ii there is a little delay between the removal of this clinically 
treatment along this line; but it is evident that the treatment >€nign tumor and the radical operation, if it is proved to be 
that may be safe in the hands of well equipped, well trained malignant, delay is dangerous. I cannot give the evidence in 
personnel conceivably is not a safe thing to be adopted by the the time allotted here, but I have evidence to prove the state- 

ments I have made. Therefore the pathologists throughout 

this country must be given an opportunity to prepare themselves 

to recognize the borderline tumors that are malignant. Not 
tasis. After that I came to the conclusion that a tumor is Fr 
either benign or malignant, and if the pathologist could not these diagnostic clinics for their view, and when two or more 
assure me of the malignancy of a given growth and wasn't such diagnostic clinics differ the operator may conclude that 

positive as to its nonmalignant nature, the patient would be action 

* h . wre * 8 

— 1 oF © conservative — ender te the axilla of the patient can be treated with high voltage roent- 

anaplastic carcinoma, particularly in younger women. Most _ 
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THERAPEUTICS OF THE INTRAVENOUS 
DRIP 


FURTHER OBSERVATIONS 
HAROLD THOMAS HYMAN, M.D. 


AND 
S. M. TOUROFF, M.D. 
NEW YORK 
In a previous report“ dealing with the influence of 
velocity on the response to intravenous injection, the 
physiologic advantages of the slow intravenous drip 
were stated. Later.“ a convenient apparatus for the 
clinical use of the drip was described together with 
details for preparing sets and solutions.“ In analyzing 
100 consecutive requests for these sets, the therapeutic 
indications * included the treatment of (a) hemorrhage, 
(b) shock, (c) the infectious medical and surgical dis- 
eases, (d) the prevention of complications in extensive 
or 2 ing surgical procedures. (e) the 
prophylaxis and treatment of thyrotoxic crises, (f) the 


ARTHUR 


‘ 


Fig. 


alleviation of postoperative complications such as ileus, 
gastric dilatation, vomiting and anuria, (9) the treat- 
ment of various metabolic and toxic conditions, such 
as the alimentary toxicosis of infancy,® dehydration 
resulting from uncontrollable vomiting or intractable 
diarrhea, urinary suppression and diabetic ketosis, and 
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(h) the treatment of exogenous poisoning. In the 
thirty months since January 1932, 9,471 sets have been 
employed in the hospital—an average of ten sets daily. 
The frequency with which the sets have been used is 
sufficient proof of the widespread adoption of this 
method and its great utility. 

The present communication deals further with the 
therapeutics of the intravenous drip as illustrated by a 
series of 1,000 consecutive experiences. 


AS A PROPHYLACTIC AND SUPPORTIVE 
SURGICAL CONDITIONS 

There has been an increasing tendency on the part of 
surgeons to use the drip as a supportive during the 
critical period of the operative manipulation, or as a 
prophylactic against Are Drips for these 
purposes were started before the patient came to the 
operating room, during the course of the operation, or 
immediately after the patient was returned to the ward. 

A. In Appendicitis with Peritoneal Complications.— 
Sixty-six patients who were admitted to the hospital 
with acute appendicitis complicated by peritonitis or 
local abscess formation were given prophylactic intra- 
venous drips. The clinical course was often com- 
plicated further by intestinal obstruction, multiple 
intraperitoneal abscesses, subphrenic collections of pus, 
or sepsis. Many of these patients were admitted with 
moderate or marked temperature elevation and occa- 
sionally with chills. Despite this, Dr. Harold Neuhof, 
a pioneer in intravenous therapy.“ had no hesitancy in 
employing the drip. In instances in which postopera- 
tive chills or elevation of temperature occurred, a search 
for complications was carefully instituted before the 
culpability of the drip was considered. With the onset 
of complications or spread of infection, the patient's 
welfare necessitated the continuance of the drip as a 
therapeutic endeavor. This was often rewa by 
recovery in the of grave ic signs. 

B. In Surgery of the Gastro-Intestinal Tract.—The 
prophylactic ey drip has also been extensively 
used by Dr. A. A. Berg’ in formidable procedures on 
the gastro-intestinal tract. Two hundred and eighteen 
patients were included in this group. One hundred and 
thirty-six were subjected to resection of the stomach, 
duodenum or jejunum. Thirty-four patients had cancer 
of the stomach, and forty-three had peptic ulcers. In 
sixteen, perforation or penetration of the bowel had 
occurred and eight had secondary resections for gastro- 

junal ulcers. Four of the group had had massive 
— there were eight with pyloric obstruction 
and two with pancreatic abscess, as the result of 
—— or perforation of peptic ulcers. One patient 

complicating cirrhosis of the liver, another a 
mitral stenosis, and a third diabetes mellitus. In the 
majority of instances Dr. Berg was able to accomplish 
resection of the bowel and anastomosis. 

Eighty-two patients had lesions involving the lower 
part of the bowel and of these seventy had carcinoma 
of the colon, sigmoid, cecum or rectum. Seven patients 
had intestinal obstruction from various causes, and the 
rest had miscellaneous conditions such as stab wounds, 
regional ileitis, diverticulitis, ulcerative colitis, intus- 
susception, perforation by foreign bodies or volvulus. 

In the majority of the patients with carcinoma of the 
large bowel, Dr. Berg successf — performed resection 

Neuhof, Harold, and Hirshfeld, 
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and anastomosis. The drip was employed by him in 
several ways. In the less complicated cases it was 
started during or just after the operative procedure to 
tide the patient over the first few postoperative hours 
or days and to maintain nutrition, so that oral feeding 
might be minimized. In patients who were malnour- 
ished or anemic, the drip was used preoperatively to 
build up the general resistance and to correct the anemia 


Fig, 2-—The metal cae contniner devised by Dr Joseph Turner and 
with slots to permit the entrance of steam during autoclaving. 


by the introduction of citrated or whole blood. This 
type of preparation enabled Dr. Berg to execute major 

in many patients who, on admission, seemed 
impossible surgical risks, and helped to support others 
beyond the critical period. 

C. In the Surgery of the Chest and Nervous Sys- 
tem.—In similar fashion, Drs. Harold Neuhof and Ira 
Cohen, respectively in charge of surgery of the chest 
and the nervous system, ed the intravenous 
prophylactic drip as a routine in all serious exigencies 
that arose in these special fields. In the thoracic service 
it was almost an invariable custom to start the drip in 
the operating room in_thoracoplasty, pneumotomy, 
lobectomy, or extensive rib resection in adults, and with 
simpler suppurative lesions of the pleurae and lungs 
in infants and young children. 

In the surgery of the brain and spinal cord, hyper- 
tonic dextrose solutions were of added value in 
decreasing intracranial tension.“ 

D. In Surgery of the Biliary Passages.—There 
seemed to be an increasing tendency to employ the drip 
in procedures involving the liver and biliary passages. 
The coexistent 12 in carbohydrate metabolism, 
the tendency to bleed, especially in 1 
jaundice, and the metabolic hyperpyrexia that is 
uncommonly seen following surgical — 1, in 
this field furnished ideal indications for the use of a 
—— drip. In secondary procedures on the 

iary passages, the drip was — Bow prophylactically 
in virtually every instance. 

E. In Genito-Urinary Surgery. In genito- urinary 
surgery, Dr. Beer and his colleagues used the drip 
prophylactically most commonly, in an attempt to 
maintain adequate urinary secretion. Reflex oliguria 
and anuria with resultant azotemia are frequent and 
serious complications following manipulation of the 
genito-urinary passages. These were experienced 
particularly in elderly patients whose kidneys had been 
damaged by prolonged urinary retention or infection. 
Intravenous dextrose exerted a beneficial diuretic action. 

F. Jn Thyroid Surgery.—In surgery of the thyroid 
gland Dr. Lewisohn used the prophylactic drip in the 
severe or complicated cases of exophthalmic goiter. 
It has been our practice “ however, to use the drip as 
„ and Wortis, S. B.: Modern Treatment of 
M. X. 2 1284 (April 18) 1931. 
«and of Exophthalmie Goiter 
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of the uncertainty of predicting the occurrence of 
thyrotoxic storms. 

G. In the Surgery of Diabetes—In surgery on 
diabetic patients. the of the metabolic con- 
dition was greatly facilitated by the use of the prophy- 
lactic drip. The risk in operating on these patients was 
usually out of all proportion to the actual extent of the 
surgical Simple postoperative complications, 
particularly vomiting, may readily produce a ketosis. 
A valuable method of preventing unfortunate 
was the liberal supply of fluid, dextrose, saline 
and insulin by the prophylactic intravenous drip. 

H. In Surgery of Hemorrhagic Diseases.—Patients 
who had hemorrhagic diatheses, from whatever cause, 
and who were subjected to surgical procedures were 
given the advantage of the drip. The introduction of 
citrated or unmodified blood not only replaced the lost 
blood but also aided in increasing coagulability. Dr. 
Nathan Rosenthal, who is in charge of the hematologic 
cases, constantly made use of the drip for these 
purposes. 

USE OF THE INTRAVENOUS DRIP FOR COMPLICA- 
TIONS THAT OCCUR FOLLOWING SURGICAL 
PROCEDURES 

In a previous paper“ the therapeutics of the drip in 
the actual treatment of surgical complications was 


shock, postoperative vomit- 
ing, gastric dilatation, ileus, 
anuria, oliguria and sepsis, 
indications were clearly de- 
fined and the drip was of 
incalculable value. 

When these symptoms 
arose, the drip was also em- 
ployed 2 for 
the introduction d 
and biologicals. Tn shock 
or collapse, the value of the 
drip was enhanced by ephe- 
drine or epinephrine. In 
postoperative ileus, the in- 
troduction of ampoules of 
pitressin into the rubber 
tubing above the needle was 
effectively carried out. Aci- 
dosis following vomiting, in 
diabetic and nondiabetic pa- 
tients, was treated by the 
introduction of alkali or 
dextrose together with 
adequate amounts of in- 
sulin. In sepsis, whole blood 
was used nonspecifically and, 
if a specific antibody was „f 
available, the serum was 
dripped in constantly so that 
enormous dosages were in- 
troduced with little risk or 
reaction. In the thyrotoxic 
storms of exophthalmic 
goiter, iodides were added directly. In two instances 
of acidosis resulting from the use of massive doses of 
ammonium chloride or sodium phosphate, sodium 


3.—The contents of the 
container, showing the 
gtavity flask, the short piece of 
rubber tubing with the glass drip 
and a clamp, a long piece of rub- 
ber tubing with the — | and 
the long glass connect 
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bicarbonate administered intravenously promptly cor- 
rected the metabolic disorder. 

In traumatotherapy the drip found a great sphere of 
usefulness in combating both shock and hemorrhage. 
In skull injuries, the intravenous introduction of hyper- 
tonic solutions accompanied by repeated lumbar taps 
aided in the adjustment of pressure relationship within 
the cranial cavity.“ 


4. 
2 sterile adhesive tape 


In extensive burns, drips of dextrose with saline and 
blood were of the greatest value in correcting dehydra- 
tion and in combating anuria. 

THE USE OF THE INTRAVENOUS DRIP IN 
INTERNAL MEDICINE 

Many of the uses of the drip in internal medicine 
have already been indicated in the discussion of the 
surgical In the management of ketosis in 
diabetes, in the treatment of azotemia in nephritis, in 
the dehydration that occurs with toxic vomiting or 
intractable diarrhea in infants* or adults, in hemor- 
rhage and in the hemorrhagic diatheses, the indications 
and procedures were self evident. In poisonings with 
carbon monoxide, barbiturates, morphine, mushrooms, 
arsenic, colocynth, corrosive mercuric chloride, and the 
cholemia that resulted from cinchophen poisoning, the 
drip was often of great value. In one instance of 
bromism with cerebral symptoms, the chloride in the 
drip was utilized to replace the bromide ion. 

There is great promise in the extension of the use of 
the drip in the introduction of massive doses of specific 
serums and drugs. With specific serums, for example, 
it was a comparatively simple matter to introduce daily 
from 200,000 to 300,000 units of pneumococcus, tetanus 
or diphtheria antibody in the course of a continuous 
drip. Serum recations were greatly minimized by the 
slow introduction of diluted agents. 

With Chargin and Leifer,’ we have conducted experi- 
ments in massive chemotherapy. Twenty-five male 
patients with primary seropositive or secondary syphilis 
received an average of 4 Gm. of neoarsphenamine in 
a period averaging five days. No serious or permanent 
early or late parenchymal changes occurred in these 
patients, though febrile reactions were common and at 
times alarming. Wassermann negativity was obtained 
in 95 per cent of the nineteen cases followed beyond 
the critical period of three months, though neither 
bismuth nor mercury compounds were employed. This 
work is still in the experimental stage. It is extremely 
suggestive and may prove of great value. 


9. Chargin, I.; Leifer, W. and Hyman, H. TI. The Application of 
the Intravenous Drip Method of as illustrated Massive 
Doses of N ine the of Marly to te 
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UNTOWARD REACTIONS OF THE DRIP 

Drips were frequently maintained for several days. 
and in one instance a drip ran for three weeks. Many 
patients had intermittent drips, so that the total number 
of sets used far exceeded the number of patients. 
Despite this, difficulties arose on only thirty-eight 
occasions, usually because of chills or febrile reactions. 

A. Chills During Transfusion. — Chills followed 
transfusion eleven times: eight by the citrate and three 
by the direct method. Citrate transfusions were used 
proportionately more frequently than direct trans- 
fusions. Once a chill occurred with citrate transfusion 
and then the direct method was employed without chill. 
Contrariwise, in one instance in which the direct method 
was followed by a chill, the citrate method was used 
without reaction. The citrate method, introduced by 
Dr. Richard Lewisohn '* at our hospital in 1915, is so 
simple that we find no valid reason for recommending 
the more complicated direct method. The citrate trans- 
fusion was often performed without the patient's 
knowledge and did not require the icated set-up 
or the technical skill necessary with the direct methods. 
To our knowledge, the direct method possessed no posi- 
tive advantages, and reactions were no less frequent. 

B. Chills Resulting from the Underlying Pathologic 
Process. In fifteen instances, chills occurred during 
the course of a drip but seemed the result of the under- 
lying pathologic condition. In six cases each of exten- 
sive genito-urinary infection, or peritoneal involvement. 
rigors occurred. Often the drip had run for 
hours before or after the chill. In one instance 
the hyperpyrexia probably was caused by thyrotoxicosis 
in exophthalmic goiter,"' the terminal febrile elevation 
of diabetic coma,"* or the onset of pneumonia. 

C. Chills Resulting from Technical Errors in the 
Preparation or Administration of the Drip.—There 
remained twelve instances of chills resulting from the 
drip. In eight of the twelve, the chill occurred at the 
onset of the 1 — owing to contamination of 
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Fig. „ The same in 4 with most of the adhesive 
as figure tape 


the solution by r substance.“ In four 
other eel the chill occurred during the course 
of the drip. These reactions ceased when analytic 
reagent sodium chloride, packed in individual stoppered 
bottles, was substituted for chemically pure sodium 
chloride, distributed in small barrels, and when a carboy 
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used as a reservoir for the triple distilled water was 
oo cleansed. In each instance it was thought 
that pyrogens had been introduced by these apparently 
trivial lapses in vigilance. We are in complete agree- 
ment with our colleagues Drs. Lewisohn and Rosen- 
thal,’ who state, in speaking of the reactions following 
citrate transfusion, that these occurrences are pre- 
ventable and invariably due to some technical error. 
Safety is obtained only by eternal vigilance and in our 
institution we are particularly indebted to Miss Anna 
Koch, who is in rge of the central room for the 
ration of intravenous sets, and to Dr. Nathan 
osenthal, who supervises this department. Even with 
technically fect sets, however, reactions will occur 


unless the clinician is equally po 72 in performing his 


end of the set-up of the drip, and the current craze for 
will be penalized by — particularly when 
vehicle contains pyrogenic substances. 
DEATHS ASSOCIATED WITH DRIP THERAPY 
More important than the febrile reactions and chills, 
which in themselves did not seriously or permanently 
jeopardize the patient 2 chances for recovery, were two 
instances in which death occurred : 


Case 1—A woman with exophthalmic goiter, 
admitted during a severe thyroid storm, received the drip 


became 
by a severe chill and a rise in temperature to 108 F. 
occurred later. Autopsy showed no cause of death. 

The history in each of these instances strongly 
indicates that the might have contributed to che 
fatal termination. While terminal hy xia occurs 
as part of the clinical syndrome in thyroid “storms,” * 
fatality. 

MISCELLANEOUS NOTES 

many of our patients were sick 
and often moribund, at no time did we encounter any 
circulatory complications that might have resulted from 
the introduction of the fluid. Local pain and discom- 
fort were frequent complaints and usually responded 
to changes in position or to sedatives or narcotics. 
There were no significant local inflammatory processes 
in the skin or the veins. 

As the drip requires frequent adjustment, the patients 
must be seen from time to time to regulate the rate of 
flow, add solution or change the position of the arm. 
This frequently imposed an extra burden on the nursing 
facilities, particularly when the ward services were 
active. Under these circumstances, if special nursing 
was not possible, the drip was removed during the night 
hours and resumed during the daytime, when more 
members of the staff were in active attendance. 

Physicians who practice in outlying communities and 
who lack hospital facilities for the sterilization of 
apparatus and solution may take advantage of the 
ingenious sets that have been commercially devised and 
that can be purchased and stored indeſinitely. “ These 
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substances. In our limited experience these sets 
been completely satisfactory. 

For the benefit of the many clinicians who harbor the 
fear that an intravenous drip might tend to elevate 
blood pressure and thus cause or perpetuate bleeding. 
it is important to note that no such 
encountered in the entire series. 


circumstances distilled water ma 

must iscontinued temporary 

patient placed on limitation of fluids 

diuretics. 


ABSTRACTS OF CASES ILLUSTRATING THE VALUE 


The value of the drip may be emphasized by citing 
briefly illustrations of its use in specific instances in 
which immediate recovery occurred 


and the 


Case 4.—A patient had a subacute yellow atrophy following 
the use of cinchophen derivatives. 
jaundice and fever. The drip ran for 
symptoms disappeared. 

Caste 5.—In a patient with a carcinoma of the sigmoid, a 

was 


not the surgeons wisely decided to temporize, and the 
drip was instituted for twenty-four hours. Following this the 
symptoms abated, and the patient recovered and was discharged. 


ter the use of the drip for a few days. The 


During the course of prolonged intravenous infu- 
sions, the patients should frequently be examined for 
peripheral edema or edema of the lung. At times these 
may be due to excessive amounts of salt, under which 
ed with 
S severe, 
OF THE DRIP 
Cast 3.—In a patient with tonsillitis, an acute glomerulo- 
‘ass nephritis and uremic coma, the drip ran for three days, follow- 
— N * — ing which the patient had clyses for four days. Four weeks 
but following the citrated blood she had a chill lasting forty 
minutes, her temperature rose to 108 F., and she died within 
twenty-four hours. 
Case 2—A man with a cancer of the rectum, who had had 
a resection of the bowel and a permanent colostomy, was given 
a postoperative prophylactic drip for four days; he did well for rong : : : 
two weeks, and then a severe diarrhea developed and the patient pow ge be tes, rr — 
tion was instituted for the respiratory paralysis. The operation 
was completed, the drip continued to run for two days, and 
the patient made a complete recovery. 

Cast 6.—A diabetic patient had a duodenal ulcer with pyloric 
obstruction. Vomiting was persistent and acidosis developed. 
A drip of dextrose with insulin was given and at the end of 
three days the patient was in excellent condition. Shortly there- 
after the patient was readmitted with hematemeses from the 
ulcer. Three transfusions of citrated blood were administered, 
a gastro-enterostomy was performed, and a postoperative 
prophylactic drip was used for two days. 

Cast 7—A child, aged 4 years, suffered extensive first and 
second degree burns of the face, chest and abdomen, with marked 
toxemia. A drip was instituted for two days and citrated blood 
with dextrose was introduced, with gratifying results. 

Cast &—A pregnant woman was admitted with the symp- 
toms and signs of an acute surgical condition of the abdomen, 
shock and persistent vomiting. Because the indications were 

Case 9.—In this 
vention abated a 
patient had a py 
was admitted with persistent vomiting. r re operation 
and was placed on a drip for three days, after which the vomit- 
ing subsided and the obstruction disappeared. 

Cast 10—A man with a pyelonephritis was admitted in 
uremia with a urea nitrogen of 108 mg. per hundred cubic 
centimeters of blood. The drip was continued for three days; 
the urea nitrogen fell to 46 mg. per hundred cubic centimeters 
and the patient recovered sufficiently to be discharged from the 
hospital. 

Case 11.—A patient had a combination of pernicious anemia, 
diabetes mellitus and cirrhosis of the liver. He was admitted 

— * in coma that was probably the result of a combination of hepatic 
insufficiency and ketosis. The blood sugar was 300 mg. A 
drip ran for two days and the patient recovered from the acute 
episode. 


* 
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The present paper is a complement to the 


of the foregoing and deals with the influence of 
the level of ovarian activity. Previous studies in this 


field in which galactose was the test sugar had demon- 


status on the amount of the latter sugar susceptible 


of utilization by the organism. In the present instance, 
similar series have been studied, levulose of the highest 
purity being used, a necessary precaution; for pur- 


poses of control the galactose tolerance has also been 


— strated a very marked effect of the age and sexual 


of an 


dehydration, must be given mach more slowly than single doses 


in order to avoid pancreatic stimulation and 
yp omy insulin with hypoglycemic reactions and 


Pathology 


Fifth Annual Session of the American M 


The 
ve 
The 
ot 


I. 


and Plummer, A. 
nfluence on the Uti 
Med. 220: 1163 (May 31) 

Riley, G. A.: The 
Pregnancy, 

Society, New York, 

The Metabolism of 

Level Ovarian 


A 
atic I 
and 
of 
ysiologic 
928. 


epatic 


Galactose and Levulose, New England J. 
W.; Me 
VII 
of the 
W., and 
Effect on 
Gynec. 1 


286: 15 (July) 1933. 


IV. The H 


Se 


15 
Metabolism of Levulose: 
Levulosursa, Am. J. M. 
Metabolism of Levulose 


.; McManus, Mary 


A. 


i 


lism 
4. 
tose: 
Am. 


11111151 


104 
Numpea 6 
the possibility of overloading the circt 
ion of edema; (4) the production of f 
my one of those four, I believe, ma 
not very frequently. Two or th 
recently may have been caused by 
ondary to continuous venoclysis. 
which has been carried out in 
surgical clinic by Dr. Mervin Rumo 
venoclysis being given as long as t 
s done this work in several series of ex the simple administration ¢ 
salt solution, dextrose in 10 per cent solution, a Either sodium chloride 
of the two, and by simply placing cannulas and this group, any method 
vein. In every instance he found pulmonary the third group, resulti 
after experimental introduction of these solutions. from increased capillar D Is 
local irritation of the vein, in which a thrombus the most important. ten- 
i break off and float into the lung. Experi- ‘ive superficial burns, a, 
is certainly definite danger in giving continuous cute medical shock or 
the drip method. Solutions were given very Da. Hun I. Hye ism 
imals watched twenty-four hours of the day, and of our title is just. or 
inspected every hour to see that the solutions were running “slow intravenous drip” iar 
properly. In every single instance there were pulmonary com- the necessity of doing own 
plications. It is to be remembered that nature never intended institution, and despite in a 
feeding, watering and treatment to be given by vein and that crisis. that the interns > on 
the insult should be properly respected. as rapidly as possible. bow 
De. Paut Trrvs, Pittsburgh: The indications presented for Tencttans. I wish to only 
prolonged, slow intravenous medication seem to be many, but {2if, though, to point 0 tions 
probably they are still incomplete. The advisability of term- in a rabbit weighing 4 indi- 
ing this “intravenous drip” is questionable, however, and 1 Vidual weighing 50 or uous 
prefer Hendon's term, prolonged “venoclysis,” or that of Lou intravenous drip i cc. 
Fantus, “phleboclysis.” The solution does not drip into the a minute without that r 
vein: it runs in a steady, slow stream through the needle, even wenne that the rabbit i and 
though a glass drip bulb is sometimes used to measure the under those circumsta ungs 
rate of flow. Other instruments, such as the one devised in d emboli. In our el ases, 
our clinic for several different types of intravenous injections we ‘id not find pulme ur. 
of dextrose, have a valve instead of the drip bulb for this t is probably due to a t we 
“drip” may give an incorrect impres- call speed shock. 
ing convinced of the therapeutic value 
sis, I should have liked to hear more 
al dosages. My ce have 
htravenous use of in 
gynecologic surg 
nged venoclysis fc 
— 
doses of dextrose (from 
shold be gives 
solution should be give 
son; namely, 0.8 Gm. per kilo STON 
and weaker solutions proportic 9 
may easily 
— 
pregnancy. 
shock in 
xtrose, if 
the 
concentration of the dextrose solution must be reduced 
venoclysis to 5, or at the most 10 per cent, while the 
rate must also be slowed down, like that of the hypertonic 
solutions, to not more than 4 or 5 cc. per minute, in order to 
avoid this overstimulation of the pancreas, whereupon venoclysis 
itely to the great benefit of the patient. 
, Lafayette, La.: The intravenous drip — — —ẽẽ —öäUä — 
ition that results in a blood concen- Dr. Rowe died, Dec, 6, 1934. 
the entfre field of anhydremia. The From the Evans Memorial, Massachusetts Memorial Hospitals. 
ia may be divided into three groups: 
er deprivation, those due to excessive a — 
t either through profuse vomiting, sweating or diar- Mary A., and — — 7 2 
lastly, those conditions produced by a loss of fluid 
he blood stream due to increased capillary permeability. 
first group, including such conditions as water depriva- 
the desert for example, or as found in the mentally 
deranged, patients are quickly restored by the administration 
of relatively small amounts of fluid introduced through any 
channel. In the second group are cases of profuse sweating 
in deep mines or in boiler rooms. Large volumes of fluid 
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determined. The general method of approach has 


Group Cases Age Range 
Prepubescenun t.. 13 13 years 10 years 
rr 11 11-14 years 13 years 
c 22 26 years 20 years 
e 15 21-51 years 34 years 
Castrate with endocrine complication 4 35-60 years 57 years 


and a variety of other tests and observations, among 
which were a cardiogram, an audiogram, a 

study and a neurologic examination.’ As in the earlier 
studies, the Hofmeister * technic, i. e., the administra- 


detectable amounts of levulose in the urine. A posi- 
tive qualitative test was followed by a quantitative 
study, the Benedict* and Folin-Berglund’ methods 
bei 


be discussed in a forthcoming paper shortly. 
Earlier studies' have demonstrated the limitation of 


Taste 2—Normal Subjects 


Author Dose Levulosuria 
Sabatowski, A. R.: Gaz. lek. 263 1201, 1907.. 100 Gm. 0 
Strauss, H.: Charité-Ann. 282170, 1008....... 100 Gm. 0 
„ Ga Deu Ww . 
100 Gm. 57% 
„ H.: Klin. Wehnechr. 83641 (April 2) 
4 v. H.: med. Wehnsechr. 53: 
0 Gm. 0 
von — Zuckerkrankheit, ed 


5. 


the approach by the blood sugar curve method, particu- 
larly when levulose, with its slight influence on blood 
sugar levels, is the test sugar. While 10 Gm. differ- 
ences were selected for the galactose pr , the 
‘recognized higher tolerance of the — to the 
adoption of the larger interval of 25 Gm. for grading 
the levulose The program can be 
shown most compactly i in chart 1. 

Modifications of this general scheme were easily 
applied to special cases, thus effecting a saving in time 
and in the costly sugar used for the study. Tue basic 
data of the several groups falling in this series are 
collected in table 1. Additional details are given in the 
discussion of the results with each of the several 
groups. The ition of departures from the normal 
presupposes a definition of the latter quantity. As else- 


Rowe, A. W.: The Differential Diagnosis of 
Williams & Nie! 1932, pp. 14-16 and 17. 

} 
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where noted.“ there are but limited reports of normal 
studies in the literature, and the results recorded show 
a serious lack of concordance. The use of so-called 
hospital normals as test subjects and failure to make 
due allowance for the carbohydrate paradox (Allen) 
are unquestionably principal factors in — 4 this 
lack of agreement. & few data drawn from the litera- 
ture serve to illustrate the conflicting evidence. 
earliest papers derive from the ies produced by 
Strauss’s “ initial to use levulose tolerance as 
a test for liver function; the two latest, the reawakened 
interest in the potentialities of this sugar for function 
testing. 
Turning to the first study group, we have a series of 
thirteen normal children ranging in age from 5 to 13 
„ none of whom had established the catamenia or 


indeed gave somatic evidence of an imminent approach 
of maturation. They were * during the 
study. and the more elaborate and detailed approach 
3.—Prepuberal 
Variation Average 
Weight, deviation. +10% to —17% — 
Basal rate, deviation +1% to —17% —8% 
Alveolar carbon dioxide............. 35 mm. to 43 mm. 39 mm. 
80 mg. to 107 mg. 93 me. 
Galactose tolerance.................. Gm. 20 Gm. 
1 75 Gm. to 100 Gm. 81 Gm. 


designated as the “long form” * was utilized for the 
investigation of each case. 
_ All these children had been previously institutional- 


ized to correct very „and the 
prevailing underweight of the reflects these 
unfortunate earlier conditions. were being most 


adequately provided for at the time of the transfer for 
this study, however, and as a further safeguard were 
given several days of liberal feeding before the sugar 
testing was initiated. The basal rate levels were prob- 
ably influenced by an earlier protein inadequacy asso- 

ciated with their undernutrition, although but one 
(—17 per cent) exceeded the conventional low limit of 
the normal. The prevailing level of alveolar carbon 
dioxide tensions was somewhat low th the 
group, and such levels we have found to be a rather 
common observation in similar groups of children. 
There is no evidence of an acidosis ; it is possibly refer- 


First Day Second Day Third Day 


if negative, 80 
negative 
able to their sexual status, but the question is one fall- 
ing outside the present discussion. Blood sugars are 
normal; the galactose tolerance was uniformly at the 
level that the earlier studies have shown to be that of 


normal prediction. The levulose tolerance, i. e., initial 
= response, was at either 75 or 100 Gm., the first 
10. Zur Funktionsprüfung der Leber, Deutsche med. 


X 737 (Oct. 31) 1901. 
11. In these 


obligation to the Home for 
to Dr. Fel under 


12 supervision patente fal (April 29) 1922. 


. 
935 
survey, fed as a rou- 
| tine a careful physical examination, the compilation of 
| an exhaustive medical history, analyses of the blood 
and urine, measurement of the respiratory metabolism, 
Taste 1.—Composition of Groups 
No. of 
| exceeded tolerance was indicated by the appearance of 
and by the polariscope. The complete analytic approach = mm rr 
— 
Goetsch, E.; Cushing, H., and Jacobson, 
Bull. Johns Hopkins Hosp. 22 : 165 (June) 
100 Gm. 
5. ine Disor- 
ders, 
6. uckerarten, 
Arch. 1889. 
7. ing Sugars, 
J Biol. Chem. &: 485, 1909. Seliwanoff, T.: Notiz uber eine Frucht 
uckerreaction, Ber. d. deutsche Chem. Cesellsch. 20: 181 (Jan. 25) 1887. 
8. Benedict, S. K.: The Detection and Estimation of Glucose in 
u A. M. A. 57: 1193 (Oct. 7) 1911. especi 
9. Folin, Otto, and Berglund, Hilding: A Colorimetric Method for 
the Determination of Sugars in Normal Human Urine, J. Biol. Chem. * 
Si: 209 (March) 1922. 


inating, as could be inferred from the 


average. The child organism is arently to 
s hexose as of 

The children in the next wg hme (table 4) ranged 
from those who had just to those who had 


been menstruating for a number of months but all less 


Variation Average 
Ww —2% to + —10% 
Basal rate, deviation................ —1% to (—25%) —13% 
. r carbon dioxide............. 35 mm. to 38 mm. 37 mm. 
Blood uf. secured 
Number of pertods................... to 4 
4 tolerance. 20 Gm. to © Gm. % Gm. 
Levulose tolerance................... 75 Gm. to 100 Gm. d Gm. 
than one year. They were drawn from the same insti- 
tution as the prepubescent children and the same con- 
ditions influencing weight had been operative with 
them. They too were hospitalized and had been given 
several days of iminary feeding before the 


begun. 
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any influence on the sugar 
Taste 5.—Young Adult 

Datum Variation Average 
10% —2% 
@eviation................ to 19% — 
Alveolar carbon dioxide............. mm. to 47 mm. 4 mm. 
80 mg. to 9% mg N mg. 
ose tolerance.................. 40 Gm. 
tolerante. 100 Gm. to 125 Gm. 105 Gm. 


sugar level and 
studies * already cited have shown that the adult level 
of 40 Gm. is usually attained by the end of the first 
year or shortly thereafter. 

The levulose tolerance 


The group of young women in table 5 were drawn 
from several sources, chiefly from the students in two 


(“short form“). rented by such 
tests ions as the apparent needs of the 
individual case required. The one obese girl (+40 
cent) had a somewhat low sitting height index, so t 
the expression of her overweight is somewhat too high. 


3. The authors are indebted to all who participated in these studies, 
small inconvenience to themselves. 
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She was a framed ul girl li an acti 
— eristic. Only two of the basal 


were significantly below conventional normal 
cent, and —19 per cent), and in 
both a dietary tribute to current mores was probably 
the background, as both had low urine nitrogen elimina- 
tion. They made the sacrifice, however, of an ample 
carbohydrate intake for several days before the sugar 
testing. The carbon dioxide tensions and blood 


uprard trend manifesta the pubescent grou with 
Gm. the common result but a sufficient number at 
125 Gm. to exercise a modest effect on the average. 
We believe that both must be regarded as normal but 


Taste 6.—Castrates: Recent, Two to Three Weeks 


Weight, deviation.................... +% to 20 +1% 

Basal rate, deviation*®............... — 107 to —17% 

Alveolar carbon dioxide............. 38 mm. to 4 mm. 41 mm. 

82 mg. to 97 me 88 mg. 

toleran eee. 10 Gm. to Gm 2 Gm. 

Levulose tolerance................... 75 Gm. to 125 Gm. m. 
* Incomplete. 


that the lower level of 100 Gm. will be more frequently 
encountered among the normal, healthy adult group. 
While the averages for the three groups already dis- 
cussed show an unmistakable upward trend, there is 
lacking among them those relatively sharp lines of 

which mark the progressive stadia of the 
galactose tolerance. 

As has been noted in several of our previous 
mammary glands on the metabolism of galactose. Cer- 
tainly both synthesis and storage of this sugar are 
implicit in lactation, and we have reported two small 
series of cases in which patients after bilateral mas- 
tectomy, in which malignant neoplasm was ruled out, 
showed a decline of the galactose tolerance to the char- 
acteristic prepuberal level of 20 Gm. Levulose would 
not enter into any such selective mechanism and the 


Taste 7.—Castrates Established, One to Eleven Years 


Datum Variation Average 

deviation... ....... to —16% 

Basal rate, deviation... —13% to —32%+ —20% 
carbon diode 29 mm. to 45 mm. 42 mm. 

Blood sugar. 89 mg. to 104 mg N mg. 
tolerance.................. 20 Gm. 

Levulose tolerance................... S Gm. to 180 Gm. 96 Gm. 


¢t Low protein; later record —19 per cent. 
data offer some further support to the general 
— ay In the second paper cited,“ removal of the 
me produced no significant change in the response 
to levulose. 

Whatever may be the true explanation, it must be 
recognized that while changes in the levulose tolerance 
show a rough qualitative agreement with those of 
tose, quantitatively they are less significant less 
sharply defined. 


of Reproduction, Am. 
. McManus and Riley“ 


Tame 4.—Pubescent 
levels are normal both as to average and as to the indi- 
vidual measurements. The galactose tolerance was at 
the 40 Gm. level, which past experience has indicated 
to be the norm for the _ pausal female adult. 
(—25 per cent) gave no evidence of other physical 1 
abnormality than that of underweight (—14 per cent). 
A thyroid failure could not be excluded in this single 
instance but, as this condition would have but little if 
case is felt to be warranted. The low alveolar carbon 
dioxide has already received comment with the pre- 
ceding group. 
The galactose tolerance ranged from the prepuberal 
to the adult tolerance with rough correlation between 
the preceding younger group, but the average is higher, 
the 100 Gm. — being more frequently encountered. 
In other words, levulose tolerance shows the same 
upward trend as does galactose, but in a much less — 
marked degree and seemingly at a slower rate of 
change. 
were studied initially under the - of the 
Rowe, A. W., and McGuinness, Mary:° The Metabolism of Galac- 
J. Obst. & Gynec. 17: 351 (March) 1929. Rowe 


Taste 8.—Castrates With Endocrine Complication 


Datum 1* 2 3 4 Average 
Completion. T+ T+ T+ Pon 
Period of castration, years... . 16 15 16 4 12 
Weight, deviation, per cent. 16 41 +14 +22 
Basal rate, deviation, percent 1 4+ — 2 10 

carbon dioxide, mm. 42 42 
Galactose tolerance, GW. 10 10 10 10 10 

tolerance, Gm. 100 125 100 25 


at a later date must not be overlooked. For this reason 
the standardizing studies were made as sive 
as possible ; even with this precaution the need for con- 
servatism in interpretation remains. 

The patients in this group (table 6) were examined 
immediately at the end of their convalescence following 
castration. Cystic ovaries and inflammatory pelvic con- 
ditions—in two instances only of a possibly specific 
origin—were the basis of the surgical intervention. 
The weight fluctuations reflect the status of the indi- 
vidual subject, some of whom were undoubtedly cases 
of functional hypogonadism prior to the operative con- 
firmation of their endocrine status. The basal rates all 
show a downward tendency; the well known difficulty 
of securing basality in the case of ovarian failure is 
emphasized in this group with the added factor of the 
disturbance of a recent major operation. The carbon 
dioxide values are transitional and the blood sugars 
normal, as was to be anticipated. The galactose toler- 
ance shows fluctuations both above and below the 
anticipated terminal level, though the average closely 
it. The results with levulose 


was inferior to the lower level observed in prepubes- 
cence. The average, 86 Gm., approximates that of the 
latter group. 

The second 
of a group of women whose ablating operation had 
of study. With this group the establishment of com- 
pensatory adjustments and the dev of later 
complicating and unassociated conditions are both fac- 
tors to be borne in mind in evaluating the results. 
Broadly, the general data reflect the underlying condi- 
tion. tendency to obesity is more the 
basal rate levels are more representative. The carbon 
dioxide tensions in the relatively normal average reflect 


a possible mechanism. The ose 
tolerance is at anticipated prepuberal level, an evi- 
dence of the absence of disturbing factors 


that might affect the metabolism of this sugar. 
On the other hand, the levulose values show a very 
wide scatter from a point well below the normal low 


prepuberal tolerance to one superior to that of the 
normal adult. With so small a series as the „ a 


single extreme valut exercises an undue influence on 
any average. For example, deleting the single high 
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value (150 Gm.) lowers the average to 85 Gm., while 
if both of the extreme cases are omitted the average is 
at the wholly normal level of 100 Gm. Careful study 
of these individual cases failed to disclose any known 

reason for their 1 levulose metabo- 
— The values can only be given as they stand with 
just recognition of the limitations imposed by so small 
a group. 

One last small group may be added in which an 
ovarian failure of surgical origin is complicated by a 
known endocrinopathy — 5 another focus. Each 
case must be separately, as there is lacking 
89 for collective presentation. 

Patients 1 and 2 were castrates of sixteen and fifteen 
years’ standing respectively, with a current hypo- 
In addition, in case 1 both breasts had 
for a non- 


uncompli- 
cated h yroidism ranged from 25 to 125 Gm. with 
an average of 92 Gm. (unpublished data) ; the depress- 
ing effect of this condition on the galactose = 
has been noted in several of our earlier papers. 
Thad been socestuly operated on for a 
some twenty years earlier, and four years later the 
ovaries had been removed. The normal basal rate may 
be a reflection of an algebraic compensation between a 
residual upward influence of the remaining thyroid 
tissue and the depression from the castration. The 


galactose level at 10 Gin. offers modest support for this 
interpretation. The levulose tolerance is again that of 
the normal adult. 


The 
castration our years iously. 
galact 1 
influence. 
Anm So low a level 


4 4. 4 
7 
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Chart 2.—Solid line, level of galactose tolerance; broken line, level of 
levulose tolerance. 


is not to be regarded as characteristic, as a small group 

of patients with uncomplicated diabetes gave an aver- 

ZS. 73 Gm. for their levulose tolerance (unpublished 
ta 


COMMENT 

In view of the running comment on each series, but 
little additional discussion is needed. Obviously the 
mechanisms of utilization of the two sugars are not 
identical, — a respond to certain in 


kind though not The level 
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Turning to pathologic material for an extension of 
the present thesis, the results of castration may next 
be considered. In dealing with individuals presenting 
this condition, however, extreme caution is needed in 
the interpretation of results. Residua of the influences 
which initially led to the operation may in themselves 
modify the sugar metabolism and the presence of sig- 
nificant and possibly independent complications arising 

F Ons Characteristic of the active thyroid status; the 

* Also bilateral breast amputation. galactose tolerance was depressed to.a 10 Gm. level; 

1 Operated hyperthyrotd. the levulose figures, on the other hand. were those of 

duplicate those with the galactose, although no one test . 
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potent in determining either in some chewing gum. Acetylsalic 
he utilization ¢ but test by having the patient —— a five 
the changing lose the method suggested by A 
produces a ; ing several small specks of a tablet on 
of which owing the alkaline juices of the sal 
Isalicylic acid into sodium salicylate 
4 — reaction, if any, should occur within 
either immediate or delayed occurred in either 
Inc 
ble results. substance to be investigated was chicle, and the 
* ognition of its limitations, the fl ore tested with various extracts of both refined 
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Intradermal tests were performed with the usual inhalants and 
foods. Orris root, 0.001 mg. of nitrogen per cubic centimeter of 
extract as determined with the Kjeldahl method, when introduced 


Epinephrine was required to control the symptoms. Marked 
reactions were also obtained to some vegetables and fruits and 
also to timothy, but without systemic reactions. 

Intradermal tests with extracts of chicle on another occa- 
sion resulted in very marked wheals similar to those in case 1 
and approximating the patient’s orris root reaction, including 
the nasal and asthmatic symptoms. Clinically it was difficult 
for him to note any effects from chewing gum, as he had been 
having nasal symptoms almost continuously. 

Twenty-five other cases of al individuals, 
mostly cases of seasonal hay fever, six 
arthritic patients were tested with the concentrated 
extracts of chicle. Only one case exhibited a moder- 
ately positive local skin reaction, but no confirmatory 
clinical history was elicited. 

into which are incorporated sugar, corn syrup and 
flavoring oils. The of "of 
wintergreen, peppermint brand 
chewing gum contains also ah The formula varies 
with the manufacturer, but the base used in most cases 
is one or another variety of chicle. 

Allergy to chicle is of interest because of its wide- 
spread use in the manufacture of chewing gum and 
medicated gums. 

Chicle is the solidified latex or sap of one or more 
varieties of the species of the genus Achras trees.* The 
latter are native to Central and South American coun- 
tries, notably southern Mexico, British Honduras and 
Guatemala. Achras zapota, a common in all 
tropical countries, is stated to be the source for the best 
— of chicle. Most of the chicle imported into the 

nited States comes from Mexico. 

Chemically, chicle is a mixture of water-soluble gum, 
resins, gutta and mineral constituents. The — 


the s i in is at 
—— vestigated. 


in 
Composition of Chicle 


Per Cent 
Resin (acetone soluble 
3 
4.7 
2.3 


The chicle is then 
— until it flows freely and allowed to pass filters 

eo of pressure to remove the fibrinous 
— rified gum is now passed into mixing 
kettles, where the sugar and flavoring oils are incor- 


These chicle- trees known diff t in 
ine Islands, in Mexico and the 
reverie: ustrial Chemistry of Chicle and 

Multitude, 


‘exact meaning of the wor “washed 

The exact meaning of 

rs. One manufacturer w 
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2 this mixture the final 


SUMMARY 

Two cases exhibited marked positive local skin reac- 
tions when tested intradermally with extracts of chicle. 
In one case (case 1) Cooke's postulates * were satisfied. 
These require (1) that there should be a positive skin 
reaction with the suspected substance, (2) a history of 
exposure to the substance in question, and (3) the 
ability to reproduce the symptoms when the patient is 
exposed to it. The other case (case 2) presented 
obvious difficulties in establishing a positive clinical his- 
tory. The marked positive skin tests, » asso- 
ciated with systemic reactions, leads one to suspect 
strongly that this patient also had genuine chicle allergy. 

skin 
irritant producing nonspecific reactions by the fact that 
out of twenty-five allergic patients only one — „ 
moderately positive skin reaction. 

762 St. Marks Avenue. 


A SUCCESSFUL METHOD FOR VACCI- 
NATION AGAINST ACUTE ANTERIOR 
POLIOMYELITIS 


FURTHER REPORT 


JOHN A. KOLMER, M. D., LL. D., ScD. 
Professor of Medicine, Temple University School of — and 
Director of the Research Institute of Cutaneous Medicine 
Win THe ASSISTANCE OF 
GEORGE F. KLUGH Jr. M.D. 
Resident in Medicine, Temple University 
AND 
MISS ANNA M. RULE 
PHILADELPHIA 


As recently stated by Kolmer and Rule,’ it is pos- 
sible to vaccinate Macacus rhesus monkeys safely and 
successfully against acute anterior poliomyelitis with 
subcutaneous and intracutaneous injections of vaccines 
of living but attenuated virus of 4 per cent 
suspensions of poliomyelitic y spinal cord in 
sterile 1 per cent solutions of sodium ricinoleate. All 
of a series of eighteen monkeys were immunized 
sufficiently without the slightest evidences of ill effects 
to protect them completely against infection following 
the intracerebral injection of about eighteen minimal 
infective doses of virus given under ether anesthesia 
about one month after the last dose of vaccine, the 
disease developing in unvaccinated controls in from 
five to nine days after inoculation. 

Following these observations, two of us received 
subcutaneous injections of 0.5, 1.5 and 2 cc. of the 
vaccine at intervals of five days without any ill effects 
whatever except local reactions at the sites of injection, 
and two weeks later our serums were found to contain 
large amounts of antibody in neutralization tests. 

During the previous year, Kolmer and Rule? suc- 
ceeded in vaccinating one monkey partially and two 
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in 
dy 
in diameter with pseudopods. Violent sneezing and rhinorrhea 
set in about three minutes after the test was introduced. 
Before the crude chicle is used in the manufacture 
of chewing gum, according to Roberts,“ it is washed 
and dried in separate chambers to reduce the moisture 
u- 
tail 
the 
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additional animals completely, out of a series of six, 
with subcutaneous and intracutaneous injections of a 
vaccine of 2 per cent poliomyelitic spinal cord in 10 
per cent sodium ricinoleate, so that the latter or 

vaccine yielded much more satisfactory results 
with milder local reactions at the sites of injection, 
owing to the lower concentration of sodium ricinoleate. 

Owing to the fact that it appears that living vaccines 
of attenuated viruses are more vaccinogenic than heat or 
chemically killed viruses, we employed sodium ricin- 
oleate (William Merrell Company **) as the attenuating 
agent not only because it is known to be detoxifying,” 
but likewise use McKinley and Larson“ had — 
cessfully immunized three monkeys sy 
partially with intraperitoneal injections o — 
ricinoleate treated emulsions of monkey spinal cord 
virus. At least it would appear that vaccines of attenu- 
ated viruses produce immunity in much smaller amounts 
than “dead” viruses, with the added advantage that 
the viruses after injection are probably able to multiply 
many fold with continued antigenic stimulation as 
as requiring the injection of smaller amounts of spinal 
cord protein and thereby resulting in less strain on the 
antibody lucing tissues and less likelihood of pro- 
ducing al sensitization. 

Furthermore, marked success in the case of polio- 
myelitis has followed vaccination of monkeys with 
subcutaneous and intracutaneous injections of living 
virus or mixtures of virus and immune serum; “ but 
vaccination of human beings 


that susceptibility is so high in children and 
effective method of vaccination is highly desirable and 
especially in epidemics, although the majority of adults 
appear to possess adequate resistance. Even among the 
latter, however, vaccination is worthy of serious con- 
sideration during epidemics at least, since serum neu- 
tralization tests by different investigators with a group 
of 128 varying in age from 15 years and upward has 
shown about 24.7 per cent without demonstrable 
amounts of neutralizing antibody in the blood. 
METHOD OF STUDY 

During the last four months we have administered 
the vaccine to a selected group of twenty-five children 
varying in age from 8 months to 15 years, as sum- 
marized in the table, with completely negative histories 
of clinical attacks of poliomyelitis. All were immunized 
at the request or with the written consent of the 

rents, nineteen being in Temple University Hospital 
in the pediatric service of Dr. Ralph M. Tyson, to 
whom we are indebted for this cooperation. While all 
these children were in fairly good health, the majority 
were convalescing from various medical and surgical 
ailments. 
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Fifteen of these children were selected on the basis 
of showing no antibody in the blood by serum neu- 
tralization tests and ten with = in order to 
include both types in the study. tests 
conducted by mixing 0.5 cc. of serum * 0.5 cc. of 
a 10 per cent suspension of virus followed by intra- 
cerebral injection of 0.5 cc. of each mixture into 
monkeys under ether anesthesia after being allowed to 
stand about two hours in a water bath at 37 C. Control 
monkeys injected with 0.5 cc. of a mixture of 0.5 cc. 
of sterile saline solution and 0.5 cc. of virus after 
standing under identical conditions developed paralysi 
in from five to nine days. 


were made in twenty-two of the children before and 
after each dose of vaccine. 

From one to three injections were given subcu- 
taneously at weekly intervals, the amounts of each being 
shown in the table. 


Results of Administering Vaccine to Twenty-Five Children 
with Negative Historic 


— — — 


Serum 1 
Tests for Once a Week, Tests for 

No. Age Name Antibody Ce. 

1 mos. Raymond B. o 0.25, 0.5, 0.5 0 
2 9 mos, Nickolas V. 0 0.5 + 
3 10 mos. Phillip B. 0 0.28. 0.5 + 
4 12 mos. Joseph W. 0 0.25, 0.5, 0.5 0 
5 19 mos. Howard N. 0 05 + 
65 22 mos. Francis B. 0 0.25, 0.5, 0.5 + 
7 4 yrs. Carolyn D. 0 0.5, 0.5, 1.0 — 
% yrs. Margaret Y. 0.4, 1.0, 1.0 ++ 
9 5 yrs. Philip D. + 0.5, 0.5, 1.0 ++ 
10 5 yrs. Elizabeth M. 0 0.5, 0.5, 1.0 0 
11 5 yrs. Harry W. 0 0.5, 0.5, 1.0 0 
12 6 yrs. Gloria A. 0.5, 1.0, 1.0 ++ 
13 6 yrs. Joseph R. + 05, 0.5, 10 ++ 
14 7 yrs. Charles D. — 0.8, 1.0, 1.0 ++ 
15 7 yrs. Mikired G. 05 0.5, 1.0, 1.0 + 
16 7 yrs. Peter L. 0 0.5, 0.5, 0.5 + 
17 7 yrs. Elva W. 0 0.5, 0.5, 1.0 ++ 
18 yrs. Robert K. 0.5, 0.5, 10 
19 & yrs. Clinton B. 0 0.3, 1.0, 1.0 + 
2 10 yrs. Kathryn D. + 0.4, 1.0, 2.0 ++ 
21 10 yrs. Harold L. + 0.5, 0.5, 1.0 ++ 
2 II yrs. Sidney G. + 6.5, 1.0, 1.0 ++ 
2 II yrs. Daniel K. 0 0.5, 1.0, 1.0 + 
20 1) yrs. George W. 0 6.5, 1.0, 2.0 + 
2 15 yrs. John K. + 9.3. 1.0. 2.0 ++ 


% indicates no antibody; +, antibody present; ++, 
increased. 


RESULTS OF VACCINATION 

There were no ill effects in any of the children, and 
not the slightest evidences of infection. Local reactions 
of varying degree occurred at the sites of infection. 
In one of the older children the first dose a 
moderately severe reaction of swelling a 


tions of diphtheria toxoid, but in the remainder the 
local reactions were of mild degree. 

During the first twenty-four hours after * 
and especially after the first, the temperature of some 
of the children was elevated to a fraction of a 
but only occasionally going as high as 100.2 F. and 
falling to the preinjection levels in about forty-eight 
hours. 


The total leukocytes were increased from 500 to 
1,200 per cubic millimeter of blood in some of the 
children during twenty-four hours following injections 
and especially after the first, as the result of a slight 
absolute increase of the polymorphonuclear neutro- 
phils. These and the slight temperature changes were 
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Susceptibility, attack rate, mortality and incidence 
of residual paralysis and other factors in acute polio- 
myelitis in relation to vaccination of human beings 
d have been discussed elsewhere,’ it bei inted out 
corresponding to that sometimes seen following injec- 
su 
nd 


In the fifteen children without antibody before 
immunization, eleven, or 75 per cent, showed sufficient 
amounts of antibody to neutralize the virus after 
immunization, the monkeys showing absolutely no 
evidences of infection over three to four weeks fol- 


days and 

Since Brodie * has recently shown that the maximum 
immunity from two intracutaneous doses of polio- 
myelitis virus in monkeys is obtained by giving the 
second while the first is giving its effects, in other 
words, at intervals of from ten to fourteen days apart, 
it is quite likely that our injections at weekly intervals 
were too closely spaced and that even better results 
might have been uced by giving the injections at 
longer intervals. Furthermore, while antibody produc- 
tion in some of the children appeared to be quite 
prompt after injections of the vaccine, as will be dis- 
cussed shortly in more detail, it is likely that serum 
neutralization tests for antibody should be delayed for 
at least two weeks after the last dose instead of but 
one week as conducted by us. 

In addition it should be stated as previously men- 
tioned that the majority of children included in this 
group were convalescing in the hospital from various 
medical and surgical conditions with the possibility that 
antibody response may not be as good under the cir- 
cumstances as occurs in children in excellent 
health. 

Despite these conditions, however, the production of 
large amounts of antibody in eleven out of fifteen, or 
75 per cent, of susceptible antibody-free children by 
from one to three doses of vaccine, with absolutely no 
ill effects other than the slight local reactions at the 
sites of subcutaneous injection, indicates a satisfactory 
and successful degree of immunization. 

Furthermore, the serums of the ten children contain- 
ing antiviral antibody in the blood before vaccination 

a sharp increase of antibody after immuniza- 
tion, since 0.5 cc. of serum mixed with as much as 
0.5 cc. of 50 per cent suspension of virus followed by 
the intracerebral injection into monkeys under ether 
anesthesia of 0.5 cc. of the mixtures, after standing 
but one to two hours at 37 C., showed complete neu- 
tralization. Indeed, it would appear from additional 
quantitative tests that the vaccine probably produces 
more antibody in those children carrying natural anti- 
body in the blood than it does in those who do not, 
suggesting that the body cells i in the former are probably 
sensitized or “tuned up” previous unrecognized 
infection with virus, with the result that they produce 
large additional amounts of antibody on additional 
stimulation by vaccine. At least twenty-one, or 84 per 
cent of the group of twenty-five children, showed good 
antibody response to the vaccine. 


7. Brodie, Maurice: J. Immunology 27: 395 (Oct) 1934. 
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DOSAGE OF VACCINE 
Mot receiving a total of 0.5 cc. per 
doses by subcutaneous in 

vaccinated ;* but, if it is true 
that human beings 


acqui 
by clinically unrecognized cn virus, it would 
appear that less vaccine may be required per body 
weight for effective immunization than in the case of 


With this possibility in mind and as an additional 
factor of safety, we have made the first dose 0.25 cc. 
for children under 3 years of age and 0.5 cc. for older 
children and adults. Second doses have varied from 
3888 and third doses 1 or 2 cc., as shown in 


table 
From the results observed up to time, 
would appear that three doses are pe 1147 
lowing amounts : 
From 1 to 3 years: first, 0.25 cc.: second, 0.5 cc.; third, 0.5 cc. 
From 4 to 10 years: first, 0.5 cc.; second, 0.5 cc.; third, 1 cc. 
From 11 to 15 years: first, 0.5 cc.; second, 1 cc.; third, I or 


cc. 
Adults: first, 0.5 cc.; second, 1 cc.; third, 2 cc. 


For children of standard weight the totals of these 
amounts of vaccine varied from about 0.06 to 0.1 cc. 
per kilogram, which were therefore approximately five 
But we have assumed, as stated before. that 


to substantiate this assumption. A possible 
exception was in the case of the two children (1 and 4) 
of 8 and 12 months respectively, who probably should 
have received 1 cc. for the third dose instead of 
0.5 cc.; but otherwise we believe that the foregoing 
scale is about right in view of our present information 
on this subject. 

However, it would appear that but one or two doses 
of vaccine have produced considerable antibody in at 
least some of the children. 

For example, the serums of r 
aged 9 months, and Howard N. (patient 5). aged 19 
months, gave good neutralization tests four days after 
one dose of 0.5 cc. Joseph W. (patient 4), 12 
months, ark» ye Kad a good neutralization test one after 
the second dose, although this result was not known 
when the third dose was given, and Clinton B. 
(patient 19), aged 8 years, also gave a good neutraliza- 
tion test four days after the first “dose of 0.5 cc., 
although the second and third doses were also given 
before this result was known. These results indicate 
that with some children at least one or two doses ma 


suffice ; but since Raymond B. (patient . Phillip 
(patient 3) and Francis B. (patient 6) d not show 
antibody in the serums one week after = tac 


we believe it is advisable to give two and preferably 
three doses of the vaccine. og 


RAPIDITY OF ANTIBODY PRODUCTION 
OF INJECTIONS 


AND SPACING 


y, it would appear advisable to 
thin every ten dave of 
ys as we gave them. 

the other hand, we have observed rather rapid 
production in the cases just referred to, 
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ascribed to the effects of the local reactions, as they | 
appeared to vary with the degree of the latter. | 
Serum neutralization tests for 8 were con- 
ducted one week after the last dose of vaccine by 
mixing 0.5 cc. of serum with 0.5 cc. of a 10 per cent 
suspension of virus, allowing it to stand at 37 C. for | 
but one to two hours, and injecting 0.5 cc. of each | 
mixture intracerebrally into monkeys under ether 
mixtures, while the controls inoculated with but 0.1 cc. 
of virus alone became paralyzed in from six to nine 
| 
human beings may require less than monkeys per 
kilogram of weight, and the results summarized in the 
In view, however, of Dr. Brodie’s observations 
previously referred to on the rate of production of 
antibody in monkeys given subinfective doses of living 
1 


1 v. (patient 2), Howard N. (patient 5 
Indeed. in the case of 


whereas t 
with serum before vaccine was given 

Further evidence of rather antibody production 
was indicated by the fact that a monkey ing 
4 Kg. injected intracerebrally under ether anesthesia 
with 0.5 cc. of 3 per cent virus seventy-two hours 
after a injection of 0.5 cc. of vaccine 
remained perfectly well and — free of infection, 
whereas a control developed paralysis eight days after 
the same time. how- 


222 0 


In this connection, n 
antibody production with the serums of indi and 
moneys with poliomyelitis are not without interest and 
ring on this question. Flexner and Amoss.“ 
for example, have found antibody in the serum as 
early as the sixth day of the disease; Amoss * has found 
onset of paral in human beings as early 

as the fifth day; aus ent and von Wiesner found it 
after seven, 
ment of active disease in monkeys. Brodie * also found 


find it earlier than fifteen days after the onset of the 
disease in monkeys. 

On the whole, therefore, it would appear that anti- 
body may be produced rather rapidly in — 
and after subcutaneous injections of the vaccine, and 
for this reason we believe that vaccination may prove 
particularly helpful in the immunization of individuals 

epidemics. Furthermore, as has been discussed 


negative period 

increased susceptibility in monkeys, at least, which also 

THE VACCINE 
The method of ring the vaccine has already 
been described * and need not be here given Suffice it 
to emphasize t it is prepared o a remote monkey 

strain of the virus with the possibility of 
Coote lest ot fees some of its infectivity for human 
beings. That the antibody it produces is capable of 
neutralizing human virus is indicated by the fact that 
the antibody in the serums of several of the vaccinated 
children was found to neutralize com y human 
virus from the 1934 epidemic in California sent us 
by Dr. Jessel of Los Angeles and a second virus in the 
third monkey transfer sent by Miss Howitt of San 
Francisco. 


„ Simon, and Amoss, H. L.: J. Exper. Med. 235: 499 


(Apa) 1917. 
9. Amoss, H. I. South. M. BGs 18 Cen.) 
10. Leiner, C., klin. Wehnschr. 23: 323, 


: J. Infect. Dis. 52: 565 (Nov.-Dec.) 1932. 
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inoculation of monkeys with as much as 1 cc. 
of a 50 per cent suspension of fresh brain has failed 
to infect because virus was or in 
insufficient amounts. But the spinal cord of one monkey 
will furnish about 150 cc. of vaccine, w ! 
for the immunization of from forty to seventy-five chil- 
dren, depending on age and dosage. 
We believe that the virus in the vaccine is attenuated 
the amounts of sodium ricinoleate 


about 5 months old in twelve days, all being 
ie under ether anesthesia. 


since vaccine prepared a year ago still possesses 
about the same infectivity for the monkey and the same 
vaccinogenic activity. In order to render different vac- 
cines 
activity, t 


in sterile saline solution for at least 
a month before use and under the circumstances the 
great majority of vaccines are found to be sterile on 
careful bacteriologic examination by culture. 

The I per cent sodium ricinoleate possesses some bac- 


A. M. R.) who have taken it, 


one 
present for the detection of — ay sw 
since skin tests,“ colloidal , complement fixation 


hereditary factor in susceptibility it would appear par- 
to vaccinate all children in those 


Not only is it quite likely that the remote 
virus employed has some if not all infectivity for 
human beings, but it is certainly attenuated to some 
extent by the sodium ricinoleate employed. Further- 
more, subcutaneous injections appear to add another 


very important factor Neri 
a portal of entry in which virulent virus itself has a 


12. Kolmer, J. A., and Rule, Anna M. J. Immunology, to be 
13. Kolmer, J. A.; George, Jr., and Rule, Anna M. J. 
. 14. . Rule, Anna M. J. Immunology, to he 
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The vaccine, however, cannot be prepared of brain 
tissue because it contains insufficient virus. The intra- 

Nikolas V., serum taken forty-eight hours after the 

first dose of vaccine — to contain already a very 

slight amount of antibody, as this monkey did not 

develop paralysis until eighteen days after intracerebral 
employed. While the intracerebral injection into mon- 
keys under ether anesthesia of 0.1 cc. of 5 per cent 
fresh virus produced poliomyelitis in about eight days, 
the intracerebral injection of 0.2 cc. of a vaccine 3 
weeks old and 4 cent of virus 
before use and we now believe that a month may be 

animal developed better. After this time attentuation of the vaccine 

the intracerebral appears to stop when kept in the refri tor at about 

ten to twenty cords taken only from monkeys that have 
been severely paralyzed. 

In the preparation of the vaccine, due care must be 
exercised against contamination of the cords in removal 
and the preparation of finely divided suspensions. But 
it is our custom to place the cords in 50 per cent chemi- 

antibody in O L 1 second dz 

after the height of paralysis, while Howitt "' failed to 
eriostatic§ activity, ue care must exerci 
against contamination of the vaccine when administered. 

Since we have never seen the slightest ill effects, 
aside from mild 1] 
in monkeys or the t 
two of us (J. A. 

f we lost all fear o 

clsewhere,© it — tet the vaccine and are sure that it 1s pertectly sate. Untortunately 
and precipitation tests have proved inadequate; but 
the majority of children under 10 years of age are 
devoid of antiviral antibody and probably susceptible, 
and since Aycock has shown that there is an important 
families in which the disease has appeared. 

11. Howitt, Beatrice F. 


very low rate of infectivity for monkeys. In addition 
. to children and adults and waiting at least a 


especially 

during epidemics, and among the first children to 

receive it were the two sons of the senior author, the 

is serum before the first dose of 0.5 cc. was given. 


SUMMARY 

1. Twenty-five children varying in age from 8 
months to 15 years have been given from one to three 
injections of poliomyelitis vaccine at the request or 
with the consent of parents. 

2. Fifteen of these children were without antibody 
in serum neutralization tests before immunization and 
eleven, or 75 per cent, showed large amounts of anti- 
body in the blood one week after the last dose of 
vaccine. 

3. Ten of the children showed the presence of anti- 
viral antibody in the blood before immunization, but 
all have shown a considerable increase of this antibody 
after vaccination, so that antibody production 
in twenty-one, or 84 per cent, of the group of twenty- 
five children. 

4. None of the twenty-five children have shown the 
slightest ill effects from the vaccine. 

5. Mild local reactions were produced at the sites 
of subcutaneous injection, with occasional slight eleva- 
tion of temperature and slight leukocytosis subsiding 
within forty-eight hours. 

6. The dosage for children from 1 to 3 years of age 
has been 0.25, 0.5 and 0.5 cc. at weekly intervals; for 
children from 4 to 10 years, 0.5, 0.5 and 1 cc.; for chil- 
dren from 11 to 15 years, 0.5, 1 and 1 or 2 cc. For 
adults the dosage recommended is 0.5, 1 and 2 cc. 

7. The vaccine is prepared of spinal cord only, as 
brain contains too small amounts of virus. But the 
spinal cord of a single monkey will furnish about 
150 ce. of vaccine, which is sufficient for the immuniza- 
tion of from forty to seventy-five children, depending 
on age and dosage. 

8. 10 It is likely that the maximum antibody response 
may be obtained by giving the injection every ten days 
instead of weekly. 

9. Antibody production, however, appears to be 
fairly rapid, as three susceptible children 
antibody in the blood within four days after the 
* vaccine and one monkey was found com- 

and a second partially immune seventy-two 

rs ~~ the subcutaneous injection of 0.5 cc. of 

vaccine per animal on intracerebral inoculations of 
large amounts of virus. 

10. The vaccine does not a to produce a 
demonstrable “negative phase” a increased suscepti- 
bility after injection. 

11. The vaccine is a 4 per cent suspension of spinal 
cords of monkeys developing poliomyelitis after intra- 
cerebral inoculation with a remote passage strain of 
in a 1 per cent sterile solution of sodium 
ricinoleate prepared as previously described. The virus 
is attenuated and the vaccine regarded as entirely safe 
for the immunization of human beings not only because 
prepared of remote passage virus which probably has 
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lost in infectivity for human beings but likewise because 
of attenuation by sodium ricinoleate, the route of 
administration and the injection of a small first dose. 

12. The amount of antibody produced 
tions is comparable to that found in t 
affording protection against acute anterior poliomyelitis. 

13. The antibody — N the serums of vaccinated 
children has ully ralized human virus from 
the 1934 California epidemic 

14. following vaccina- 
tion is unknown but has lasted for more than two years 
in vaccinated mon 

15. It is believed that the vaccine is now for 

y children 


Clintcal Notes, Suggestions and 
New Instraments 
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LYMPHOBLASTOMA WITH PARAPLEGIA AND 
PROLONGED IRRADIATION 


L. FT. Waeattey, M.D, New Haves, Conn. 
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nerve exits from the bodies. Roentgen examination 
showed no erosion of the vertebral bodies. Heavy (200 kilo- 


volts) irradiation was again done over the upper dorsal spine, 
860 roentgens being administered through each of two oblique 
portals within a week. Three months later she reported herself 
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important factor of safety. since it appears that anti- 
body response is quite prompt. For these reasons we 
again 1omyelhtis pa rly during emics. 

This case of lymphoblastoma (Hodgkin's type) is reported 
because of a number of points of unusual interest: certain 
neurologic and skin manifestations, its response to radiation 
therapy over a considerable period of time, and the changes 
found at autopsy. 

The patient first came under my observation at 12 years of 

t history 
ft parotid 
gland on 
ear later 
routine examination of the 
iastinal growth, correspond- 
ing to Wessler's group I—expanding mediastinal tumor. A 
recurring cervical gland enlargement was excised at this time 
treatment. 

She remained well for five years, when gastro-intestinal 
symptoms and a slight rise of temperature occurred, which I 
thought due to probable mesenteric lymphoid involvement. 
Chest examination showed some recurrence of the mediastinal 
tumor mass, which promptly receded again under radiation 
therapy. 

A year later she developed partial paraplegia, exhibiting 
great difficulty in walking, and numbness from the shoulders 


worse. A _ laminectomy 
relieve pressure on the cord, but she was in very poor condi- 
tion and I did not feel i Complete 


771725 
HH 

‘ 

fer 
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en masse. 
was adherent to the epicardium throughout 


tissue and a few eosinophils were present. The normal archi- 


it in check 
to fibrous tissue and it was the pressure of this mass confined 
in an inelastic bony chamber that produced this para- 
It is fair to presume that if the patient had been in 
to withstand a laminectomy she might have sur- 
In a review of the literature, Faullen ! reports four cases of 


Physicians 2 257. 1931. 
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(a) degeneration of the cord due to anemia with resulting 
interference of the blood supply, and (+) pressure atrophy due 
to perineural infiltration. He states that most cases show com- 
pression myelitis from crushing of the bony canal or massive 
infiltration of the cord by granulomatous tissue. 

Weil * reports forty-three cases with spinal cord involvement 
in which 85 per cent showed this as due to granulomatous 
tissue; in 80 per cent the thoracic segments were involved, in 
16 per cent the cervical, and in 4 per cent the lumbar. There 
was no prolongation of life because of roentgen treatment, 
although he advocated early irradiation and laminectomy. 
Cooper * reported a case proved at autopsy of direct exten- 
sion of this lymphogranulomatous ulomatous tissue from an extradural 


The occurrence of herpes zoster has been reported by Craven 
and Haagensen “ as the expression of the involvement of the 
nervous system by granulomatous tissue, and they conclude that 
herpes zoster was caused by the new growth surrounding and 
compressing the ganglions corresponding to the peripheral areas 
involved. This conclusion was based on the autopsy. 

Ke.chline * states that in every case this is a trophic expres- 
sion of inflammation corresponding to the ganglion of the pos- 


father’s and mother’s blood were both negative on repeated 
examinations. The occurrence of repeated positive Wasser- 
mann reactions is of considerable interest. Moore, in his text - 
book of Modern Treatment of Syphilis. acknowledges a non- 
specific positive occurring in certain conditions, such as malig- 
nant cachexias, glandular tuberculosis and yaws. The apparent 


therapy up to three months before the 
reduced to a small mass of scar tissue. The developing para- 
plegia also responded to irradiation and almost complete relief 
of symptoms for a period of one year, and I believe might 
further have been controlled had the patient's condition justi- 
fied a laminectomy. The patient developed an aggravated case 
of herpes zoster and showed a persistent Wassermann reaction 
without clinical or autopsy confirmation. 

420 Temple Street. 
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she also had an aggravated case of herpes zoster, completely tissue of the spinal cord. There was temporary response to 
encircling the body on the level with the twelfth dorsal ver- radiation treatment. 
tebra, which left deep scars. Radiation directed over the spine Parkes Weber ? reports that there are very few definite cases 
again relieved the gastro-intestinal symptoms, but the condition with autopsy confirmation on record and but few with a history 
of improvement after high voltage radiation therapy. 

paralysis and anesthesia extremities, " 
and urinary and fecal incontinence with ascending urinary infec- 
tion developed, and the patient died. 

AUTOPSY 

mor, With extensions Dy y of the nerve roots to tne 
subdural space. 

In the case here reported, it was found at autopsy that 
lymphogranulomatous tissue reached the vertebral canal by 
direct extension from the mediastinal tumor mass by way of the 
intervertebral foramen and that there was no actual destruction 
of the cord but the extension into the subdural space produced 

vertebra was an extradural tumor mass adherent to the dura r 1 
and extending out between the ribs on the right side, most 
markedly in the third interspace, but also in the second and 
fourth interspaces. This mass was entirely extradural and 
undoubtedly caused pressure on the cord. Opening of the dura, 
however, revealed no internal involvement whatever, and 
grossly the cord appeared perfectly normal. The tissue extend- 
ing between the third and fourth ribs was excised and extended 
through to the pleural cavity, with no apparent bulging or 
involvement of the pleura itself. A single lymph node in the ter tor Toots, spinal of cranial. 
right neck was removed, which on gross examination showed The blood Wassermann was 4+ and precipitation test 
hemorrhagic mottlings. (Kahn) was 3+, confirmed on several examinations. The 
Microscopic examination of sections of the node removed 
from the neck showed a cellular structure with large areas of 
necrosis. The cells were of a size suggesting those of the 
germinal centers of a lymph node. On occasion, larger multi- 
nucleated cells were seen; also in places there was some fibrous 
lymph node was quite similar but gave the impression of a gests that Hodgkin's disease might possibly be included in this 
more rapidly growing structure. An occasional dividing nucleus list. On the other hand, other syphilologists feel that there is 
was seen. The extradural growth from the spinal canal and congenital syphilis in these cases and that repeated negatives 
the extension out from that showed a similar picture as regards in the parents indicate a spontaneous cure. In the present case 
the type of cell present, but there was more fibrous tissue here there was a history of the father having been treated with 
than was seen of the lymph node described. mercurial inunctions when a youth, but there is no further 
In my opinion the picture in this tissue and of the lymph history bearing on this point. The autopsy was entirely nega- 
node is to be explained as a chronic lymphoblastoma. Sections ue for any evidence of syphilis, and there had never been 
from the scar tissue in each apex of the lung showed compact any clinical evidence suggestive of this condition. 
fibrous tissue such as might have resulted from an old tuber- SUMMARY 
culous process, though no tubercles were present to make such . 
a diagnosis definite. The spinal cord showed no evident A case of lymphoblastoma was observed over a period of 
degeneration. ten years and kept under almost complete control by roentgen 
COMMENT 
Paraplegia occurring in the course of Hodgkin's disease is 
a relatively well known condition, although few autopsy records 
have been reported. The response of such cases to irradiation 
are less well known, or at least less frequently reported. It is 
© note the initial response to irradiation, which 
ogranu or te ce xten- 
sion by the way of the intervertebral foramen and destruction 
of the vertebral bodies with discrete growth in the epidural 
111 Nervous System Manifestations, Tr. Am. 
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8 * Northwestern University and Otolaryngology at Chicago in September 1934.” 


Special Articles 


GLANDULAR PHYSIOLOGY AND THERAPY 
INTRODUCTION 


MORRIS FISHBEIN, M. D. 
CHICAGO 


In 1924 a series of articles—published in book form 
the following year and revised in 1927—was prepared 
under the auspices of the Council on Pharmacy and 
Chemistry of the American Medical Association with 
the general title “Glandular Therapy.” In a brief intro- 
duction to that series Dr. Frank Billings emphasized 
certain significant factors in relationship to our knowl- 
edge of the glands which at that time many endo- 
crinologists considered as established but which to some 
physiologists and clinicians were not quite acceptable. 
The points to which he referred concerned the alleged 
reciprocal action of the glands of internal secretion ; i. e. 
the idea that the glands represent an interlocking chain 
of structures correlated in their activities through 
hormones carried in the blood stream. This led to the 
view that the entire functioning of the body might be 
stimulated, retarded or perverted by hyperfunction, 
hypofunction or alleged dysfunction of the ductless 
glands. It seems reasonable to believe today that the 
endocrinologists havé established this view. In 1927, 
when the revised edition of “Glandular Therapy” was 
published, evidence was still fragmentary. — 2 
more elaborate but, of course, only a beginning has 


Pharmacy 
and Chemistry took up the subject specifically in 1924 
was the tremendous abuse already evident in the use 
of preparations of glandular materials promoted by 
pharmaceutical manufacturers who were willing to 
exploit such preparations on slight evidence. Notwith- 
standing the fact that evidence was already available 
at that time to indicate that most glandular materials 
could not become effective in the human body when 
taken-by mouth, manufacturers offered tablets, powders 
and solutions to be taken orally, representing every 
tissue in the body that might even remotely be assumed 
to elaborate something in the nature of an internal 
secretion. The tonsil, the kidney, the spleen and the 
heart as well as the tissue of the brain were included 
in such mixtures. One manufacturer even went so far 
as to prepare a series of revolving wheels on which 


the Council on . Other articles will appear in 
succeeding issues of Tee Jounnat. 
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were indicated various symptoms and a long series of 
numbered glandular preparations, the suggestion being 
that a summation of the symptoms would lead invariably 
to a glandular preparation of a certain number. Such 
obvious charlatanism could not long survive, particu- 
ray Ms Bow face of exact knowledge, which began to 

be accumulated. True, there are still some manufac- 
turers who exploit preparations without scientific basis 
and with equally mysterious methods, but the majority 
of the medical profession seem to realize the folly of 
such therapeutics. 

In 1927 there was but little in glandular therapy 
actually established. The entire volume made a book 
of some ninety-eight pages. There was evidence as 
to the usefulness of epinephrine and of the extract of 
the posterior pituitary. There was some usefulness 
indicated for thyroxine, thyroid gland tissue, insulin and 
parathyroid material, but beyond these there was little 
indeed that could be considered worth while. A com- 
parison of that series of articles with the thirty contri- 
butions listed below as the constituents of the present 
series will indicate how interesting a road has been 
traveled in the intervening . The concluding 
chapters of the book issued in 1927 dealt with the ovary 
and the mammary gland. The conclusion was then 
reached that ovarian therapy was wholly experimental 
and that there seemed to be little established, yet labo- 
ratory investigators indicated certain definite possibili- 
ties for the future. Mammary gland preparations were 
rejected entirely. In the present series of articles great 


significance for clinical medicine. 
Since 1927 the pituitary gland has been discovered 


and parathyrotropic factors. Riddle discusses the lac 
togenic factor, and Zondek the chr otropic 
i The corpus luteum still constitutes a field 


to the diagnosis of pregnancy. 
the work on the cortex of the 
the parathyroid and the testis, 
of endocrinology that were hardly 

The scope of research is today exceedingly broad. 
Hardly a month passes without an announcement of 
significance. Indeed, the progress is so rapid that it 
is hardly likely that another seven years will pass before 
a new edition, including many new facts and sugges- 
tions, will be required. Since it is of the greatest 
importance that clinicians be aware of what is estab- 
lished and what is still theoretical in this important field, 
the Council on Pharmacy and Chemistry has rendered 
another distinguished service in making available this 
series of articles. 


place, and completely protect the teeth from injury. They can 
be easily cleaned or sterilized and are quickly applied or 
removed. 
Aside from the protection offered through this medium of 
safeguarding the patient's teeth, it does much to eliminate any 
medicolegal controversy that may arise. 
These tooth protectors are available through the Electro- 
Surgical Instrument Company of Rochester, N. Y. 
2010 Esperson Building. 
‘mphasis is placed on the urmary, pituitary and pla- 
cental gonadotropic factors. This pituitary-gonad 
relationship has led to conceptions of remarkable 
to the growth hormone discussed by Evans and the 
gonadotropic principles considered by P. E. Smith, Col- 
for hopeful study rather than for any established ther- 
apeutic agent. Particularly significant from the dis- 
coveries of recent years have been those related to the 
estrogenic and gonadotropic substances and the appli- 
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Dr. Morton S. Biskind of the headquarters staff of 
the Council outlined the general series and assisted in 
editing the articles toward uniform expression and 
avoidance of excessive duplication. 
The articles in the new series include: 
Clinical Manifestations of Dysfunction of the Anterior 
Pituitary. II. M. Evans, M.D. University of California. 
General Physiology of the Anterior Hypophysis. 
P. E. Sunn, Pu. D., Columbia University. 
Growth Factor of the Anterior Pituitary. 
H. M. Evans, M.D., University of California. 
The Hypophyseal Gonadotropic Hormones 
P. E. Suu. Pu. . Columbia University. 


Inter relationships Among Urinary, Pituitary and Placental 
Gonadotropic Factors. 
J. B. M. D., McGill University. 
Lactogenic Factor of the Pituitary. 
Oc Rests, Pu.. Cold Spring Harbor. 


J. B. Couur, M. D. McGill University. 
Therapeutic tions. 
Emu Novak, M. D., Johns Hopkins University. 
ropic Principle of the Pars Intermedia of 
the Pituitary. 
— Zonvexk, M. D., Jerusalem, Palestine. 
Posterior Hypophysis 
E. M. K. Genuine, M. D. Johns Hopkins University. 
Physiology of Estrogenic Principles. 
Epcar PN. D., Yale University. 
Estrogenic Hormones and 


Carcinogenesis. 
Leo Loes, M.D., Washington University. 


Applications of Estrogenic Preparations. 
Emu Novak, M.D., Johns Hopkins University. 
Corpus Luteum. 


G. W. Corner, M. D., University of Rochester. 

Menstruation. Epcar Auten, Pu. D., Yale University. 
Sex Endocrine Factors in Blood and Urine. 

R. T. Frank, M.D., Mount Sinai Hospital, New York. 


Pregnancy Tests. 
Sri Ascunem, M. D., University of Berlin. 


Testis Hormone. 
C. R. Moore, PN. D., University of Chicago. 


Physiology of the Thyroid. 
Davee Marine, M.D., Montefiore Hospital, New York. 


s and Prevention of Goiter. 
— Maagine, M. D., Montefiore Hospital, New York. 
Therapeutics of the Thyroid. 
J. H. Mans. M. D., Harvard University. 


Physiology of the 4 
A. M. Hansox, M. D., Faribault, Minn. 
Parathyroid Hormone 


Therapy. 
J. C. Avs, M. D. Harvard University. 
Adrenal Medulla. 


J. M. Rocorr, M. D. University of Chicago. 
Adrenal Cortex. Rosert F. Lora, M. D., Columbia University. 
Thymus. I. G. Rowntaee, M. D., Philadelphia Institute for 
Medical Research. 
The Internal Secretion of the Pancreas. 
C. H. Best, M.D., University of Toronto. 
Therapeutic Applications of Insulin. 
E. P. Jostix, M. D., Harvard University. 
Liver and Stomach Preparations ( Antianemic). 
Ranpotpn West, M. D., Columbia University. 
0 inal Principl 
A. C. Ivy, M. D. 


Northwestern University. 


PITUITARY—EV ANS Joun. A.M. 
CLINICAL MANIFESTATIONS OF DYS- 
FUNCTION OF THE ANTERIOR 
PITUITARY 


HERBERT McLEAN EVANS, M.. 
BERKELEY, CALIF. 


Correct conceptions in almost every phase of the 


ysiology. Belief in this view has been so well 
oy tee als achievements of the last century that 
one may well claim the actual inauguration of modern 
medicine by the life work of such an investigator as 
Claude Bernard. 

Endocrinology, a more or less well recognized clinical 
sufficiently — 2 — procedures for 
5 but in its other territories such t 
are frequently so wofully lacking as to have led to a 
widespread feeling of insecurity in the field as a whole. 
Not only has a clinic of endocrine diseases been born 
in the last few decades, but a host of skilfully contrived 
and fruitful laboratory studies has been given to the 
world; the present moment is an appropriate one for 
inquiry as to the aid given clinical endocrinology by the 
results of modern experimental biology. The series of 
articles in Tux Journat of which this is the first is 
devoted to this end. 

The experimental biology of the last decade, which 
has been directed toward securing both overfunction 
and underfunction of the pituitary gland, has now 
finally given adequate grounds for belief in the existence 
of at least five separate internal secretions or hormones 
of the anterior pituitary : the somatotropic,' the gonado- 
tropic,’ the thyrotropic,” the mammotropic,* and the 
interrenotropic * hormones. It is felt that the relation 
of these achievements to clinical medicine will be dis- 
closed most successfully by the discussion of pituitary 
and related diseases with reference to the existence of 
proved deficiency or excess of these five known sub- 
stances, for the recognition of which there are now 
specific tests. 

I. GROWTH HORMONE 

Underproduction.—Dwarfism: The first solidly won 
achievement of experimental research in the 
field may be described as the production of sm 
and sexual infantilism following hypophysectomy in 
young animals, especially puppies. Mammals are unable 
to continue to increase in skeletal dimensions after 
hypophysectomy. The surprising stasis in the growth 

roentgenograms. They are similarly unable to increase 
their body substance striki ingly, as determined by post- 
operative weighings.“ 


From the Institute of 


adrenotropic, adrenalotropic or adreno- 
corticot n. 
6. In cases in which = hypophy has injured the 


— — Biology, University of California. 
is work the author is indebted to his associates 
Drs. Miriam E. Simpson, W. R. Lyons and E. H. Rynearson. ‘ 
1. Somatotropic hormone: the growth hormone, phyone, antuitrin G. 
somatotroptn. 
2. Gonadotropic hormone: gonad-stimulating hormone, glandular hebin, 
sex hormone of the anterior lobe, gonadotropin. 
J. Thyrotropic hormone: thyreotropic or thyroid-stimulating hormone, 
thyrotropin. 
4. Mammotropic hormone: lactogenic hormone, mammary-stimulating 
hormone, galactin or prolactin, mammotropin. 
is to be borne in mind . weight increases after a complete hypo 
physectomy may be thus explained. Selye states that a slight and tem- 
porary capacity for growth is present if the hypophysectomy has been 
done on very young animals. 


Votume 104 
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Cases of human dwarfism due to defective function 
of the anterior lobe have been designated Erdheim 
as nanosomia pituitaria. It is not improbable that any 
and all forms of dwarfism are directly caused by 

pituitary function, regardless of the ulterior 

— Cretinic dwarfs are apparently the result of 

the depression of pituitary function due to thyroid sub- 

normality, and restoration of their growth can be 

effected either by the administration of thyroid (which 

can be understood to stimulate the hypophysis) or by 
direct treatment with pituitary extracts. 

The growth of hypophysectomized rats or puppies 
can be readily produced by the use of anterior lobe 
extracts; 


taminating growth. 
while the thyroids, sex glands and adrenal cortex remain 


The classification of human dwarfism is not com- 
pletely satisfactory at the present time. Part of the 
difficulty is due to the fact that the defective growth 
may or may not be associated with sexual infantilism. 
Diminutive individuals with adult proportions * 
more often the childhood proportions are retained, the 
upper length of the body exceeding the lower. The 
latter cases are usually sexually delayed or infantile. 
In some of them a peculiar, senile appear- 
ance manifests itself (progeria). 

Human dwarfism has been treated with pituitary 
or were growing 


Deficiency of Growth Hormone in Adult Life: 

has thus far been impossible for the experimentalist 
eliminate the growth hormone only, either in infantile 
or in adult life; nor are there adequate grounds for 
believing that in human hypopituitary states only the 
wth hormone has been eliminated. In 1914 the 
Hamburg pathologist E. A. Simmonds reported a 
cachectic and rapidly wasting state associated with the 
finding at necropsy of complete ion or sclerosis 
of the pituitary. Animals deprived of the pituitary 
frequently develop a similar cachectic state. Our reason 
for believing that the growth hormone is not concerned 
here rests on the fact that, although such animals can 
be forced to grow with growth hormone extracts, the 


extracts, so that it has no affinities with Addison's 
disease 


The role of the growth hormone in adult life is 
thoroughly obscure. The return of hair over shaved 
areas is speedier in its presence than in its absence. 
Brugsch (1927) has described a disease, akromikrie, 
which he considers the converse of acromegaly. It is 
characterized i 


2 S E. K.; Cavana L. 

Infantilism: Treatment with ypophy 

Study, Dis Dis. Child. 47: 719 (April) 
1. and Brosius, W. 

Treatment, Endocrinology 47: 250 (May-June) 19353. 


and Evans, H. M.: Hypophyseal 

; 
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The growth hormone is not more abundant in the 
anterior lobes of young 


the physiologic 
Overproduction.—Gigantism and Acromegaly: Clini- 
cians felt secure in the interpretation that general 
symmetrical overgrowth (gigantism) and also an 
asymmetrical dishguring overgrowth in adult life 
— 2 were both due to overactivity of the 
anterior hypophysis. The pituitary was found to hw 

in both conditions; in acromegaly 


growth hormone preparations 
than anterior lobe tissue itself has yet been discovered. 
The hormone has not been recognized as yet in the 
blood or urine in acromegaly, nor has the claim of its 
presence in the urine of pregnancy been 


Il. GONAD-STIMULATING HORMONES 

In 1926 Zondek and Aschheim and, independently, 
P. E. Smith discovered that anterior pituitary tissue 
implanted under the skin or intramuscularly in imma- 
ture rats or mice brought about a development of the 
ovaries and other signs of oo sexuality within 
four days. The ovarian picture was complex. Along 
with typical follicular growth, ovulation and the forma- 
tion of corpora lutea there occurred a premature lutein 
transformation of the walls of many ovum-containing 
follicles. The growth of the ovarian follicles is now 
referred to a specific one of the two 
hormones which it is thought are secreted by the 
pituitary gland. It has been called “the follicle- 
stimulating hormone.” The development of lutein 
tissue is regarded as an effect of another gonadotropic 
substance the luteinizing hormone. Zondek and 
Aschheim quickly extended their discovery to the 
domain of clinical medicine by detecting gonadotropic 
hormone in the urine of pregnancy; later they found 
gonadotropic substance in body fluids and tissues in 
other conditions. These authors early showed that pre- 
dominantly follicle-stimulating effects were produced by 
the principle found in menopause urine '' but that these 
were combined with luteinizing effects when pregnancy 
urine was given. The Berlin investigators unfortu- 
nately spoke of both urinary as anterior lobe 
substances, and much confusion in the literature has 
been created thereby. The gonad-stimulating substance 


beginning with that of Evans and Simpson in 1929, has 
shown it to be less efficacious than pituitary implants 


lished the studies of Fischer (Die Bezieh ypophysentumors 

„ Bergmann, 1920) and of 
Bailey and Cushing he histoph siology and histopat of the 
anterior hypophy sis is a ly state uch pre- 
viously well concepts ond. “castration 
animal forms. 


understood. The 

cat to be somewhat inappropriate when more is learned of their mecha 

nism 

11. Menopause urine: prolan A, follicle-stimulating urine, castration 
castration urine. 


urine choriome 
12. Pregnancy 922 prolan, pregnancy prolan, 


gland is enlarged, essentially owing to increase of the 
eosinophilic cells.“ Any insecurity in this interpretation 
may be said to have ended with the experimental 
production of gigantic rats and of acromegalic dogs. 

exceeded the growth rate normal for the age at 

cachexia continues. The cachexia is relieved by crude 

anterior lobe extracts but not by adrenal cortical 

any chemical fraction that has been hitherto secured 

first r ized Benda (1900) r h- 
growin, falling hair, thirst, amenorrhea and acro- 

cyanosis. 

7. F. E. Smith (Increased aes Se in A. P. Growth-Hormone 

Rater Mek 10, The cvarian of gonadotropic substances from various 

Pjurlel 1933) has shown that an quenced @ of such animals can and from various treatments of anterior lobe tissue are not yet complete! 

such 
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hypophysectomized 


similar effects. Fevold and Hisaw have recently sug- 
gested that their follicle-stimulating hormone is identical 
with the synergist shown to be essential for completing 
the action of the gonadotropic factor of pregnancy 
urine. 


the gland component 
synergically. More than this cannot be said at the 
present time, nor will it be well to hazard a guess as to 
the identity of substances still incompletely known both 
ly and chemically. 
Karl, and Evan. Ht. ineffectiveness 
Animals, Proc. See. Esper. Biol & Med. (May) 190 


on Pituitary 
25: 307 (July-Aug.) 1931 
15 . E. Differences in of the Female 
M and of Human 
Urine, Am. J. Physiol, 206: 145 (Oct.) 1933 
16. Evans, H. M., and Miriam of the 


‘Ti omen, 
17. Evans, H rz, R. I., and Simpson, Miriam E. The 
Repair of ve System N Female Rats 
‘ombinations of a Hypophyseal Extract (Synergist) with Pregnancy 
n, K. inology 18:601 (Sept.-Oct.) 1934; Maintenance 
stem 


Repair of the y of H i Male Rats 
1 Synergist, Pregnancy-Prolan and Combinations 4 
18: 607 A, gy 1934. 


— & Med. (Nov.) 1933. 
. Proof of the Existence of a Follicle-Stimu- 


PITUITARY—EV ANS 


which the body fluids were singularly lacking in this substance. 
Study of the uterine wall showed that the mole had been 
delimited from the maternal circulatory system by a massive 


there of the germinal 
tissue (the seminiferous tubules) stimulation 
of the interstitial tissue or accessory apparatus. 
In the male, t i substances 


young animals invariably leaves 
— 7 infantile; in fact, regression occurs from the 
stage of development of the genital 2 encountered 


22. 


466 
or extracts of whole anterior lobe substance. Some of There are reasons for believing that the gonadotropic 
these differences are that: — of * urine of Pregnancy. arises through — 
1. It cannot stimulate the growth of follicles and corpora in function of chorionic tissue is not a product o 
the ovaries of hhypoghysectomiced ai the anterior hypophysis. These are that: 
2. It does not affect the development of the immature avian 1. The chorionic tissue of the placenta has large amounts of 
testis. This is readily produced by anterior lobe substance.“ gonadotropic substance in it, as demonstrated by implantation 
3. It has only slight effects on the monkey ovary—effects or injection of extracts, whereas the anterior lobe of women 
that do not lead to reddening of the sexual skin. This is dying in pregnancy has little or no gonadotropic hormone in it 
produced by anterior lobe substance. 5 (Philipp). 
4. When administered to normal immature rats, no matter 2. The same hormone is present in high amounts in all types 
how frequently or in what doses, it rarely produces ovarian of chorionic tissue growth, especially hydatidiform mole and 
weights in excess of from 40 to 70 mg. in ninety-six hours, chorionepithelioma, whether in women or in men. 
whereas with anterior lobe substance increased effects are 3. A rare case of hydatidiform mole has been described in 
secured with increasing dosage, the ovaries attaining from two 
to three times the weight stimulated by pregnancy urine.'* 
sub- Or ir pounGa III TeV eakag ia 
st mals hormone shown to be actually abundant in the mole tissue. 21 
and its partial effectiveness in normal immature ones, 4. The hormone content is high in the chorionic villi of 
Evans, Simpson and Austin extracted anterior lobes in extremely young ova as well as in the body fluids before the 
various ways in order to discover the poser ene oom hypophysis shows histologic pregnancy changes. 
to make the factor in pregnancy urine maximally effec- . , 
tive. They designated this hypophyseal substance the on = = — = a ha 8 seem best designate 
“synergist.” When combined with the gonad-stimu- Admi nie gonadotropie + 
lating principle of pregnancy urine, normal gonado- 2 ittedly the proof of its production by the chorion, 
tropic effects were secured even in hypophysectomized “iy ae by — ee ie could be secured 
animals. It is highly interesting that Leonard and — h que — . 722 * 
Smith.“ by the simple addition of the principle in 1" ypophy — 2 is almost certain 
menopause urine to that in pregnancy urine, have . 1h. placenta likewise manufactures the massive 
secured similar results. A chemical separation of ante- Juantities of estrogenic substance produced in preg- 
mulating and luteiniz- 100. 
partially made and. The substance found in the blood stream and urine 
announced as early as 1930 by Fevold, Hisaw and fe underfunction of the ovary, in the menopause and 
Leonard. Wallen-Lawrence has also successfully — a product of — 
pituitary. w now appear certain 
fractioned anterior lobe substance into extracts with even the particular calls of the anterior tebe fenuiae v 
and storing this hormone are known—the basophils. 1 
The chain of evidence here is as follows: 
1. The anterior lobe of castrated rats contains as a new 
feature the peculiar, enlarged signet-ring basophils or castration 
It would appear, therefore, that in the use and “tls. 1 f 
in pregnancy the body fluids contain types of gonado- * h pituitaries contain an imcrensed coment of goundo- 
tropic hormone that are similar to, if not identical with, 1 8 
types that can be secured by chemical treatment of the 444 * a a 
vituita and. Combinations of either urinary com- and the presence exclusively of large follicles in the ovary of 
the female parabiont.2 
Follicle-stimulating urine and the hypophyseal syner- 
gist have both been administered to hypophysectomized 
male rats, and it is - _ that in both cases 
are hence quite purely gametogenic in their effects and 
without influence on the secretion of the testis hormone 
by the Leydig cells, whereas other anterior lobe extracts 
Ovarian in Immature ypo- or chorioni adot ic ! affect the testicular 
interstitial tissue and accessory organs predominantly. 
ating and Cole, H. H.: The Source of Ocstrin in the 
tating Mormanes in’ Ovarian Development, Am. J. Rats Parabrotically Conaccred with Casiraten Pree. Sec. Raper. 
(Oct.) 1934, Med. BB: 101 (Get.) 1934. 
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The excessi pro- 
duced by the cystic follicles undoubtedly causes endo- 
metrial proliferation, and an interruption of its 


production leads to the profuse uterine bleeding that 
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istrati substance is 
due to its luteinizing power. At any rate, 

the cysts or large follicles the ovaries 
these women are luteinized by the treatment and the 


hormone, though the estrus- 
inducing hormone lasts until birth, at which time it very 
abruptly diminishes. The gonadotropic hormone, on 
the other hand, is already abundant in the urine by the 
first missed period, constituting the well known Asch- 
heim-Zondek test for pregnancy, a practically infallible 

hormone reaches 


means of recognizing gestation. The 


27. Heim, K.: 


quantitativer Hormonanaly sen bei 
schaftstoxikosen. Wehnschr. 13: 1614 (Nov. 10) 1934. 


at the time of operation. Human infantilism is doubt- characterizes these cases. The improvement resulti 
less also in a large majority of cases referable to h — 
pituitarism. A satis factory beginning has already been 
made in its treatment hormones.“ 
especially in delayed sexual and cryptor- 
chidism * in boys. condition in the uterus, and consequent excessive bleed- 
The relations ing is corrected. Long continued amenorrhea may be 
such that, while proper functioning of the latter may be present in such cases if there is no intermission in the 
prevented by inadequate secretion of the pituitary outpouring of estrogenic substance from the cystic fol- 
gonadotropic hormones, these hormones in other cases licles present. Such an amenorrhea has been described 
— produced the exactly the same conditions were 
respond. can justifiably speak o in ovary uterus as in metropathi 
primary and secondary In the former — 
case the gonad itself is at fault, as shown by abundant Overabundance of gonadotropie hormone. Pre- 
pituitary gonadotropic secretion in the blood stream; in nancy: It is now well known that an outstanding 
the latter the pituitary gonadotropic function is at fault. characteristic of human pregnancy is the abundance in 
The diagnosis is facilitated in women by the fortunate the blood and urine of estrogenic substance and of a 
ame — gonadotropic hormone probably derived from the 
in low amounts in the blood and urine after puberty.a chorion. The increased quantity of estrogenic principle 
Pri and secondary amenorrheas can therefore in these fluids appears somewhat later than does the rise 
often be clearly segregated. Mazer and Goldstein 
* ascribe some 80 cent of cases of amenorrhea to 
hypophyseal 
Gonadotropic therapy in amenorrhea, which will be 
more fully dealt with in a special article in this series, 
has on the whole been disappointing. As had been 
mentioned in the treatment of hypogonadism in the 
male, this has been largely due to the almost exclusive its maximum in urine around the fourth or fifth 
employment of the hormone found in the urine of month of pregnancy (from 5,000 to 20,000 mouse units 
pregnant women. per liter). The Aschheim-Zondek test has yielded out- 
Underfunction of the hypophysis is not always standing service in the recognition of extra-uterine 
expressed in the female as amenorrhea. It would pregnancy. In the toxemias of pregnancy, extremely 
' appear from the successful results of therapy with the high amounts have been encountered in the last third 
gonad-stimulating factor of pregnancy urine that of gestation.” 
Schroeder’s disease (characterized by hypertrophic = Parturition: At birth, gonadotropic hormone dis- 
endometrium and excessive bleeding) may be the result appears promptly from the maternal urine, even though 
of deficiency of gonadotropic hormone. The situation this may not take place with such spectacular sudden- 
is further explained by the view that only one of the ness as the withdrawal of estrogenic substance. One 
two hypophyseal gonadotropic hormones normally thousand mouse units per liter of gonad-stimulating 
secreted is deficient, namely, the luteinizing hormone. hormone has been found in the first day or two of the 
puerperium, though it is reported absent by the tenth to 
the fourteenth day. A continuing high titer in the 
puerperium is always associated with retained mem- 
branes. The same phenomenon is seen with death of 
24. But it is unfortunate that the majority of the reported cases con- the fetus, but failure to expel it, in earlier stages of 
cern only the emplowment of the principle in pregnancy urine. This pregnancy. 
in = = animal in — Hydatidiform Mole and C horione pithelioma : Very 
Water Seluble (Amterior, — Fraction 7 Preenency aman Urine. extraordinary titers are given with the hydatidiform 
tTansformation of the chorion, and in chorionepithe- 
Like Hormone of Urine of Pregnancy, ibid. 48: 47 (Jan-Feb.) 1934. lioma amounts of from 100,000 to 520,000 mouse units 
26. P. Wirz (H. V. H. und Amennorrhée, Ztschr. f. Geburtsh. u. the mole or ignant tissue usually to rapid dis- 
e appearance of the hormone, but a few cases have been 
Simpson, E cod Austin, reported in which the hormone lingered unduly. These 
PR: The Recognition and Comparison of Prolan and Prolan-like Sub. cases have been used to support the hypothesis of the 
ct Saal’ nt formation of the hormone by the pituitary itself. The 
— Mattia | Bl Chem 206: 125 (Aug.] 1934) but in argument is unconvincing Besides reservoir for 
8 
aicobel precipitate out of urine. ‘Zondek says that on the the very temporary storage of gonadotropic substance. 
l. T. Goldberger, Med Preseet the possibility of metastases which later regress must 
crine Diagnosis snd a 2 n — be considered. Should the test remain positive after a 
tn 40 cc. of bleed until coven days before of the menece mole has been passed or removed, it must be repeated 
in, — ted about thice. days before onset every fortnight until and thence once a month 
of the next menstrual Gow, shout 1.200 to 1.500 mouse waite being for, say, three times, for malignant transformation may 
i. 27 Creelman, M.: Studies * r n Kirkman, come late. If the test should continue to be positive a 
1—1 12 or at Schwanger 
the time of ovulation, om days 10 to 1) of the w. ee 
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month after removal of the uterus for definite chorion- 
epithelioma, one may be sure of the growth of 
metastases. 


It is in cases of mole and chorionepithelioma that the 
hormone is found in the cerebrospinal fluid; it is not 
detectable in the liquor in normal pregnancy. 

Testicular Tumors: Testicular tumors of particular 
types (the classic work is Chevassu’s), which are now 
recognized as teratoid though they possess undiffer- 
entiated or embryonal cells (embryonal carcinoma and 
sometimes true e ithelioma). also give astonish- 
ingly high amounts in the urine. We have ourselves 
seen a case in conjunction with Hinman and Powell in 
which the urine shortly before death contained one 
million rat units per liter. Several cases of retroperito- 
neal and mediastinal locus of these tumors with com- 
plete freedom of both testes have now been reported. 
As in malignant transformation of the chorion in the 
female, the following of the titer in the urine is impor- 
tant as indicating local or metastatic recurrence. 

Castration, Hypogonadism and the Menopause: It 
has been found that women who for any reason have 
partial or complete loss of ovarian function often“ 
excrete considerable amounts of castration gonado- 
tropic hormone: e. g. after the menopause, after opera- 
tive removal of the — after roentgen castration or 
after hypogonadism resulting from pathologic processes 
in the gonads. Other amenorrheas due to unexplained 
ovarian insufficiency and the amenorrhea of lactation 
belong here. Zondek, Wirz and others agree that 
urinary titers of more than 100 mouse units per liter 
indicate absence of function of the ovary. Oster- 
reicher finds from 80 to 300 mouse units per liter 
in the urine in both castration and the menopause. The 
hormone is also found in the urine of castrated men. 

Genital Cancer: Zondek's early studies convinced 
him that malignant tumors of the genital tract were 
three or four times as prone to be associated with the 
— of urinary gonadotropic hormone as were 

ths. in fact, he felt that some indication 
ä 1X of a genital neoplasm could be 
secured by implanting fragments of the tumor tissue 
into immature rodents ; if strongly positive, malignancy 
was indicated. But neither this nor the 
tieration of urines for gunadotropic ic hormone has 
yielded the same spectacular service in genital cancer 
afforded by — tests of the body fluids in mole and 
chorionepithel 

Miscellaneous — enditions with Increased Hormone: 
Riley and his associates * have shown the presence of 
the menopause hormone in the urine in migraine, its 
appearance being correlated with the seizures. Kraus 
has shown the hormone in cases of brain tumor and in 
60 per cent of women with increased intracranial pres- 
sure. In skin diseases, e. g., pruritus vulvae and acne 
rosacea, the urinary hormone also been reported. 


III. LACTOGENIC HORMONE 
The invariable association of milk secretion with 


reproduction in the female was itself an a priori reason 
for supposing that the hormone characteristic of preg- 


N cent of old women will be found to have 
m their urine if repeated examination is made. 
— W.: Vermehrte 
14 (Prolan) im arne der — — 
Senium, Klin. Wehnschr 44: 813 (May 7) 1932. 
Excretion 1 = — 
from 
1 — 2%. New York, 3:53 (June) 1933. 

raus, 

Ovarien, A 


Degeneration der 
rch. . — 182: 383, 1933. 
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nancy, that of the corpus luteum „ oy ge 
et it would 
appear that nothing is better established than the non- 
concern of lutein function with mammary activity. 
The latter is now known to be due primarily to the 
secretion of another special hormone (prolactin, or the 
lactogenic hormone) by the anterior lobe. Experi- 
mental biology may be said to have demonstrated : 

1. The necessity of estrogenic substance ** to provide the 
growth stimulus to the mammary gland. 

2. The fact that the estrogenic factor is limited in its 
development of secretory alveoli. 

3. The non-necessity of progestin * in mammary physiology. 
4. The invariable dependence of the mammary gland for func- 
tional development on prolactin. 


5. The inhibition of prolactin secretion by estrogenic sub- 
stance. 


have been exposed to estrogenic hormone, even if only 
temporarily, during fetal life and i post 
partum. The majority of new-born infants show a 
mammary growth spurt, and often secretion, following 
the elimination of estrogenic substance from the system 
in the first week of life. The preliminary action of 
estrogenic hormone, its withdrawal or diminution, fol- 


The cyclic changes in the breast showing maximum 
development, and often secretion, at the time of 
menstruation have as their best explanation a cyclic 
secretion of prolactin. Cases have been described 
wherein milk is secreted regularly during menstruation 
or in place of menstruation, at the usual intervals.** 
The fact that breast growth and lactation may follow 
ovariectomy or the menopause forces one to the con- 
clusion that continued stimulation by estrogenic sub- 
stance is not necessary to the breast and that 
may continue to be effectively secreted long after the 
influence of the estrogenic factor has disappeared. Cows 
lactate for two years followi i 
have been known to do so 

y lactating glands would 
pooleng teatation ter af 6 
secretion ** as well as by preventing regression due to 
alveolar stagnation. The fact that one fourth of all 
women show parenchymal breast hypertrophy f 
the menopause, instances of senile lactation, cases 


hypersecretion of prolactin or at any rate to a prolactin 
effect, which to some extent may be due to the removal 
of the inhibition exercised by estrogenic substance. 


cyclic changes. The fetus plays no important role, if 


synonyms. The 
— No Glandular 
Products (Tue IX. Oct. 13, 1934, p. 1152), in which this subject 
ty in: hormone of the U 
. Progestin: corporin, 0 corpus luteum. 

34. Schweitzer. B. Zu der Wechselbeziehun Genital- und 
Mammatfunktion, Zentralbl. 1. Gynak. 47: 717 (May 1923. Gauthier, 
neveu: Un cas de secretion lactée remplac les régles chez 
fille vierge, Lyon med. 100: 199, 1903. Landau, cinige 
Anomalien der Brustdrasensekretion, Deut med. Wehnechr. 16: 74 
1890 i nullipara who lactated in 
for one and a half rs following double ova y 


ng riectomy,. 
35. Selye, Hans: the Nervous Control of Lactation, Am. J. Physiol. 
207: 533 (March) 1934. J 


17 


lowed by a temporary prolactin secretion, would seem 

to explain the long debated phenomenon of witch's 

prolonged lactation (especially those associated win 
In pregnancy or pseudopregnancy, a gradual con- 

tinuous growth of the breasts is substituted for the 
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any. in nn chorion probably 
need only be i of its contents of 


and women may continue pregnancy and deliver and 
suckle their y following ovariectomy,” hut if 
an animal is fr ysectomized during pregnancy the 


mammary growth is inhibited, and even though a small 
amount of milk may be after parturition the 
breasts quickly atrophy.” It is not unlikely that 
in is alone responsible for the growth of the 
in pregnancy and in the puerperium, since with 
in one may obtain full development and lactation 
in animals ovariectomized after reaching sexual 
pone Estrogenic substance depresses prolactin 
during pregnancy; the expulsion of the 
1 releases that 
inhibition. and full growth of the breasts and lactation 
follow.” Failure to lactate following may 
in some instances be explained by an excess of 
substance in the system or simply by insuffi- 
cient prolactin. The continuance of secretion of 
estrogenic hormone in cases of retained membranes 
amply explains the impairment of mammary function 
observed in this condition. 
The clinical and postmortem observations in 
mastia are variable and confusing. Aside from being 
found in true ism, where it might be 
expected, it is also associated with tumors of the testis 
known to contain estrogenic substance, and with pitui- 
tary, adrenal and pineal tumors. It is very difficult as 
yet to evaluate degrees of gynecomastia in terms of 
estrogenic substance and prolactin, respectively. How- 
ever, if the organism were saturated with estrogenic 
hormone and the anterior lobe did not secrete prolactin. 
no parenchymal growth over and above nipple and duct 
y comet J would occur. It is not unlikely that the 
presence of chorionepitheliomas with their high contents 
toward the 
per cent of these cases show 
Since pituitary dysfunction rarely manifests itself 
with respect to a single hormone, it is not surprising 
that abnormal mammary hyperplasia with or without 
lactation has been found associated with gigantism or 
acromegaly in both sexes, indicating that at least two of 
the established anterior lobe hormones are in excess. 


36. Nelson, W. O.: R i i 
Anterior Hy — ef Lactation. Proc. fee. 
“ rz, R. I., J. in 
Rat, Am. + 33: ( 1933 Hans; Collip, J. B., and 
Thomson, D. L.: Effect a x pophysectomy upon Pregnancy and Lacta- 
tion, Proc. Soc. Exper. Med. 30: 97 N (Feb.) 1933. 
38. Corner, G. W.: Lactation, Am. J. Physiol. 


0. the Physiology of Lactation, Endo- 
an 1934. 


logy 28: 33 Feb. 
40. Kriss, B.: Bemerkungen sur Arbeit von Heidrich, Pele 


gonadotropic hormones is inhibitory 
prolactin secreting cells, since only about 6 
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ever, that abnormal or duct growth may be 
accomplished by excess of estrogenic hormone alone, 
w abnormal alveolar hyperplasia may require 

iminary stimulation by estrogenic substance fol- 

ed by prolactin. By injecting ic substance 
to inhibit in secretion, Mazer“ obtained some 


of treatment as lobular h Geschickter and 
his colleagues ** have partly reproduced the picture of 
fibro-adenoma in the male — 
— 


of the well known fact that the great bulk of benign 
mammary tumors occur before, while most malignant 
growths occur after, the menopause. Transplantable 

tumors are partly inhibited 


or 

in their growth by hypophysectomy and are accelerated 

by pituitary injections.“ The slightest indication of a 
ionship between and the incidence or 


prolactin 
proliferation of malignant conditions will 
restrain the zeal of those clinicians anxious to improve 
breast function. 

For a better understanding of abnormal breast con- 
ditions, a suitable test for prolactin in the body fluids 
is needed. With simultaneous assays of estrogenic 
and gonadotropic hormones and prolactin in bloods and 
urines, the gynecologist should be able more accurately 
to decide on the hormonic relationships in any given 
mammary condition, and the actual need of nursing 
mothers for prolactin therapy.“ 


IV. THYROTROPIC 
wg effects from 


The of thyroid-sti 
anterior pituitary substance was made simultaneously 
— Loeb and by Aron in 1929. it is 
now known that these th * or thyrotropic 
effects are due to a specific hormone of the anterior 
lobe: i. e., to a substance which, although not yet finally 

rified, does not give the other effects of anterior lobe 
implants or extracts (somatotropic, gonadotropic and 
the like). As will be disclosed in a special paper of 
this series, its first 4 yy purification was 
achieved i Junckmann and Schoeller 
and by Loeser in 1932 The researches of the Aron 
group at Strasbourg, of Jansen and Loeser and their 
co-workers at Freiburg, and of Collip, Anderson and 
their associates at Montreal have done much to elucidate 
the biologic effects of this substance. The thyrotropic 
hormone exerts its action only in the presence of the 
thyroid gland, a complete thyroidectomy obliterating 
any and all of its specific effects. 

Underproduction of Thyrotropic Hormone.—Pitui- 
tary ablation is invariably followed by hypothyroidism ; 
conditions of underfunction of the pituitary could there- 
fore be followed by hypothyroid states. One may 
therefore justifiably ask to what extent cretinism or 
myxedema may be regarded as being primarily pituitary 
and only — thyroid disorders; i. e., due to 
inadequate amounts of thyrotropic hormone. Unfortu- 
nately the titration of the body fluids for thyrotropic 


HORMONE 


1242 


41. Mazer, C.: The Endocrine Glands in Relation to Abnormal 

ge M. Rec. 140: 417 (Oct. 17. 476 (Nov. 7) 1934, 
. Geschickter, C. F.; Lewis, Dean, and Hartman, C. G. Tumors of 
to the rin Hormone, Am. J. Cancer 21: 828 


3 Oscar, EK. 6. 
Clinical Use of Fanny 18: 18 an.-Feb.) 1934. 
The se n, 82 


| 
Male impotence as well as amenorrhea, accompanied by 
abnormal breast development and lactation, may in some 
instances be due to hypogonadotropic hormone secretion 
coupled with oversecretion of prolactin, while lactation 
in sexually normal males with pituitary tumors implies 
hyperactivity of the prolactin secreting cells without 
impairment of the gonadotropic hormone secretion. 
Until the physiopathologist duplicates the various 
abnormal breast hyperplasias with hormones in such a 
form as the hypophy sectomized monkey, it would be 
better to abstain from too much conjecture regarding 
hormonic etiology. Animal experiments suggest, how- 
7 Further work of this nature might well take advantage of spon- 
metastasizing. mammary tumors of mice, and a purified prolactin. 
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hormone is not in as satisfactory a state as that con- 
cerning the ic hormones. It must be con- 
fessed that although Aron“ and his associates feel 
that this titration can be effected and that the 
fluids are indeed enormously high in 
hormone in myxedema," his results are under dispute ; 
Marie Krogh “ denies their validity entirely. Paal“ 
and Nielsen * both report the hormone in the urine. 
Giedosz. while finding it in the urine, finds it in a 
motley array of disorders not specifically related to 
thyroid or pituitary disorders. 


goiter by antithyrotropic 1 
reported, it being fortunate that the thyroid 
does not oppose or modify the effects of antithyrotropic 
hormone. Collip's “ ion that all hormones are 


„ and Okkels, H.: 
92 Compt. rend. Soc. de biol. 118: 255 (April 12) 1934. 


ethers have shown that thyroxine renders thyrotropic hormone i 
cious and thyroid overactivity might therefore automatically control itself 
in normal mechanism, quite apart from the thyrotropi tithyrotrop 


balance. The improvement in some cases of 2 ic goiter following 
r of the separted by erklin and Aron (1933) 
and — Peters (1934), f inadequate support to conception of 
i ex gotter. 
$3 ip, J. B.: Inhibitory Hormones and the 
Ann. 8:10 (July) — 
. Houssay, „ Relaciones entre hipofisis suprarrénales 
Prensa med. 20: 1563 (July 19) 1933. 
55. Shumacker, H. R., and Firor, W. M.: The Interrelationship of the 


Adrenal Cortex and the Anterior Lobe of the Hypophysis, Endocrinology 
. 18: 676 (Nov.-Dec.) 1934. 
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H States —F 

there is . extensive “9 = of the adrenal 

cortex, which can be restored by 


Hyperpituitary States. The i 
pituitary tissue or injection of 


be established as an epinephrine (hy perepinephrinism 
thus hormone " 


1933. Ansel mino, X. J.; Hoffman, F., and L.: Ueber das cortico- 


Anes. 
y, Anat. Rec. @@: 381 (Nov.) 1934 : i 
zwischen der thyreotropen 8 2 des H 1 
Cortical Syndromes, Ann. 10 670 (Oct.) 1934. ms 

61. emg, The Adenomas of the Bote 
on Tok Johns Hopkins Hosp. 80:1 


cortical hormone. It seems certain that this repair is 
due to a special hormone of the anterior lobe, the 
adrenotropic or, better, adrenocorticotropic or inter- 
renotropic hormone. Following unilateral adrenalec- 
tomy in normal animals there is a marked compensatory 
hypertrophy of the remaining adrenal, which does not 
take place in a hypophysectomized animal. In clinical 
Overproduction of the Thyrotropic Hormone.—It conditions such as pituitary cachexia and dwarfism the 
has already been noted that Aron feels that one can drenals have been reported as disproportionately small. 
recognize very high titers of this substance in many In anencephaly the bypophysis 13 or —＋ and 
cases of myxedema, and it is interesting that the same * interesting there is ypoplasia of the 
observer reports his lowest recorded titers (subnormal renal cortex. 
amounts) in cases of exophthalmic goiter, which he is Hypocortical States.—Adrenalectomized rats can be 
hence inclined to classify as primary thyroid over- made to grow by adequate treatment with cortical 
activity not induced by overabundant thyrotropic hormone, but this is not the case if the animal has been 
substance.*? hypophysectomized. In Addison's disease, histologic 
The discovery of an antithyrotropic hormone by | 
Anderson and Collip, and the extension of this die- {tion in the number of basophils. Similar changes have 
. “aap ma . been found in the pituitary of an adrenalectomized dog. 
covery to the detection of other anterior pituitary anti- The resteues 744 's di with situite 
hormones (antigrowth, antigonadotropic, antiketogenic ) — * Wilder p ry 
has introduced a new epoch of theoretical as well as — reported by Wilder. : 8 
clinical research. The amelioration of exophthalmic ae ag of anterior 
pituitary extracts into 
normal animals brings about a marked hypertrophy of 
the adrenals. This is apparently due to the same 
— that repairs adrenal-cortical atrophy after 
accompanied by and “buffered” by a normal blood con- ypophysectomy, and the preparation of the hormone 
tent of — and his statements that the anti- in @ rather pure state has been reported.“ The thyroid 
hormones do not arise concurrently with other known is necessary in this pituitary production of adrenal 
antibodies, all indicate that the phenomena are distinct yperplasia, although the thyrotropic hormone does not v 
from those hitherto studied in the field of immunity. deem to be the essential cause of it, for pituitary 
extracts devoid of thyrotropic effects are able to pro- 1! 
V. INTERRENOTROPIC HORMONE duce the adrenal enlargement, and the enlargement 
There is both experimental and clinical evidence to cannot be produced by administering the thyroid hor- 
support the concept of an interrelationship between the mone.“ In cases of acromegaly, adrenal hyperplasia 
anterior pituitary and the cortical tissue of the adrenal and cortical adenomas are often present, and one case 
gland. Houssay and Shumacker and Firor have has been reported in which an acromegalic girl suddenly 
both recently and rather comprehensively reviewed this developed hirsutism, interpreted as an adrenal effect. 
subject. Hypercortical States. — In addition to being essential 
M. Le titrame des hormones oréhypophyesive ſor life, the adrenal cortex seems definitely related to 
nnn I LN — the reproductive and integumentary system, as is well 
endccrines, Dull. Acad. de med. Paris, 414: 273 (Feb. 20) 1954. illustrated in a rather well defined group of changes 
most, cretinic and — ——1 are primary thyroid disorders produced by certain cortical tumors (interrenalism).“ 
jut] the primary amenorrheas indicate primary inability of the ovary to It remained for the acumen of Harvey Cushing to dis- 
respond gonadotromic hormones that are normally cover that a group of these cases is produced by 
cases in which thyrotropic therapy has been 22 — basophilic adenoma of the pituitary (Cushing's dis- 
improvement ease). Similar pictures are given by arrhenoblastomas 
50. Nielsen, Herman: Ein “Thyreotest” durch Harninjektion in Kanin- 
chen, Klin. Wehnschr. 22: 508 (April 1) 1933. 57. Wilder, R. M.: The Use of Anterior Lobe Pituitary Extract in the 
51. Giedosz, B. Ueber thyreotrope Substanzen im menschlichen Harn, Treatment of Addison's Disease, Proc. Staff Mect.. Mayo Clin. ®: 689 
Irie ONS. Collip. J B.; Anderson, E. M., and Thomson, D. L.: The Adreno- 
the Marked Adrenal Cortical Hypertrophy Following Beef 
Proc. Soc. Biol. & Med. (Nov.) 1934. 
| E. and Winter, C. A.: The 7 7 | 


DYSFUNCTION OF 
of the ovaries. 40 The meny symptoms common to these 
groups form strong substantiation for a special pitui 
a toe — titration 
fluids for gonadal gonadotropic 
hormones in these various conditions has not yet been 
ely undertaken.“ Pituitary transplants have 
been found to have an effect on the 


VI. METABOLIC HORMONES 


been in the discussion of the thyrotropic curve 
and i hormones, there have been studies 
made on some special relati of the anterior 
These with the 
ism of carbohydrate and fat, and to extent 

ially difficult because of the many species used. 
the varying ion, many types of 


analysis, and the acknowledged i 
many factors other than the pituitary gland i 
in general metabolism. 

Until recently it seemed most likely that water metab- 
olism was controlled solely by 
which it was admitted the 
not wholly understood, Epes eve fact being the 
therapeutic control of diabetes insipidus with posterior 
lobe extracts. Evidence of a relation of the anterior 
lobe to water metabolism has recently been furnished. 
more carefully investigated but perhaps y obscure 
relation of the anterior lobe to carboh ion 


temporary 
confirmation and extension 222 
is now being undertaken. In 1932 came the i 
dent ty Evens and bis co-workers and 
by Houssay 3 of hyperglycemia and 
glycosuria in normal animals by injection of anterior 


extracts. 

field of pituitary research, continues to remain in the 
least satisfactory state, and clinical 


premature. 

The studies that have been made on hypophysec- 
tomized animals may be summarized thus: 

1. A temporary glycosuria occurs which, it is generally 
ig secondary to cerebral trauma rather than to the 
f the gland. 


In addition to the metabolic effects that have already 
mentioned 
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sions and death. 


4. The intensity of the diabetes of pancreatectomized dogs 


is lessened.*3 
5. The usually reported as diminished, 


glycogen reserves are 


As regards normal animals injected with pituitary 
extracts, one may state that: 

1. Disturbed carbohydrate metabolism is manifest by glyco- 
suria, hyperglycemia and decreased (diabetic) sugar tolerance 


the absence of various organs including the thyroids, adrenal 


3. Most of the effects of the extracts require chronic injec- 
tions for several days. Only Lucke reports effects within a few 


4. With the disturbance in carbohydrate metabolism there are 
associated disturbances in fat metabolism. 
The new conception that diabetes may be due to an 
hypophysis ** and not solely to 
pancreatic insular function is engaging, but the only 
conclusion now warranted is that, while there i 


Fat Metabolism. Hoffman and Anselmino (1931) 
and Magistris (1932) have secured from the anterior 
pituitary of beeves a material causing increased aceto- 
nemia and simultaneous diminution of the neutral fats 
of the blood. Bevin and Ling (1933) found increased 
acetonuria of rats on a butter diet when injected with 
alkaline extracts of bovine anterior pituitary. 
containing the thyrot hormone had been 
to give some of these e ects, so that it is important that 


adduced 
probable that the “ketogenic principle” is indeed a 
te hormone, for, it contaminates h 


associates report 
tomized dogs, sugar 


63. Unfortunately, not all published reports contain detailed necropsies. 
64 Some special students of the subject state that no. pathognomoni 
lesions of the islets have ever really been established in d mellitus 


D. L.: 


2 


not affect hypophysectomized animals. 
lla, gonads and sympathetic nerves. Lucke states that the 
al is essential. 
ex S i, hire nod 9 
suDstance im anterior pituitary that affects carbo- 
hydrate metabolism, the isolation of a special “diabeto- 
genic” or “contra-insular” hormone has not yet been 
effected. 
protein metabolism. 
Carbohydrate Metabolism.—This field may be con- 
sidered as having been opened by the announcement of 
Houssay and Magenta in 1924 that hypophysectomized 
dogs have a markedly increased sensitiveness to insulin. 
This has been confirmed abundantly, although it awaits 
thoroughgoing elucidation. In 1930 Biasotti and the increased acetonuria in thyroidectomized rats. The 
Houssay extended to mammals an experience with 
toads to the effect that hypophysectomy lessens the 
severity of diabetes from pancreatectomy and that after 
such double operations an intensification of the diabetes an Yrotropic tons, 1 7 Seu In growth 
ensues from anterior lobe but not from posterior lobe fractions free of thyrotropic and in thyrotropic frac- 
implants. These announcements, sufficiently spectacular, tions free of growth hormone, and it is said to be absent 
from the best adrenotropic preparations. 
Protein Metabolism.—QO. H. Gaebler * and Lee and 
Schaffer“ have demonstrated the retention of nitrogen 
provoked by the growth hormone. Houssay and his 
ysec- 
rkedly 
improve diabetes by injections of estrogenic substance 
depress pituitary function; diabetic treatment by radiation 
has been attempted with inconclusive results. Selle and 
J. B.: Effect 
Diabetes, Proc. Soc. 
) were to affect diabetes 
The Effect of 
Body Excretion in the Rat, J. 
6la. Meyer, Robert: The Pathology of Some Special Ovarian Tumors . 17) 1934. * 
and Their Relation to Sex Characteristics, Am. J. Obst. & Gynec. 32: : Some Effects of Anterior Pituitary Extracts on 
607 (Nov.) 1931. ‘ itrogen ism, Water Malance and Energy Metabolism, J. Exper. 
62. Though in one instance a substance having the effects of the testis Med. 57: 349 2 1933. : f N 
hormone was found in a woman's urine a S. L.: Clinical and 66. Lee, M. O., and Schaffer, N. K.: Anterior te ryt! Growth Hor- 
13 Aspects of the Adrenal Glands, . Roy. Soc. Med. 97: — — and the Composition of Growth, J. Nutrition 7: % (March 10) 


given phlorhizin.“ The former die in hypoglycemic 
crises whereas the latter do not. Death can be pre- 
vented by feeding meat or sugar but not by feeding fat. 
These observations are interpreted to mean that in the 
absence of the hypophysis there is an interference with 
the conversion of protein to carbohydrate. 

Varying results have followed the studies of the 
specific dynamic action in hypophysectomized animals 
and in clinical cases of hypopituitary disease. No con- 
clusions can be drawn from the work at this time. 


ment of the sella. Were a 2 hormone 
available. it would be interesting to see its effect in those 
icular cases of this unfortunate condition in which 
no island tumor of the pancreas is found. 
plays a role in the metabolism of carboh 
sufficiently clarified until the researches of the immedi- 
ate future are accomplished. Its réle may be to furnish 
specific hormones that act in conjunction with or as 
antagonists to other hormones. In many laboratories, 
efforts are being made to obtain these substances in at 
least y purified bassin though none are yet 
available for clinical use 


CONCLUSION 
The reader must not carry away the impression that 
the foregoing discussion comprises all that is known of 
the relations of the anterior pituitary with other glands 
and tissues of the body. Indications of a ial rela- 
tion with the parathyroid are beginning to appear, and 
a role in erythropoiesis has been claimed. An insular- 


A and an adr opic 
The study of the possible derangement of many 
isms in i animals 
hardly begun. Finally, ‘this review has 
completely the relation of the pituitary with the hypo- 
thalamus. Future discoveries may irrefutably establish 
humeroneural mechanisms concerning which almost 
nothing is now known. 
It is perhaps somewhat surprising that not one of 
known he protein nature of these 
protein nature of these sub- 
played a chief role in their 
intractability. Yet _ all cases a wide going purification 
has been attained, the minimal effective daily dose for 
test animals in the case of all them being below a 
milligram of substance. 
The desirability of i 


our power to estimate 


these materials 1 in the blood stream or 
y be overstressed, and in the case of 
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THE THERAPY OF THE COOK 
COUNTY HOSPITAL 


Epiten sy BERNARD FANTUS, M. D. 
CHICAGO 


Note.—/n their claboration, these articles are submitted to 
the members of the attending staff of the Cook County Hos- 
pital by the director of therapeutics, Dr. Bernard Fantus. The 
views expressed by various members are incorporated in the 
The series of articles will be con- 

tinued from time to time in these columns.—Eb. 


THERAPY OF UNCINARIASIS 


Uncinariasis should be thought of in any case of 
anemia with eosinophilia, though the 
of eosinophilia does not eliminate uncinariasis, 
as in very severe cases the eosinophil count may fall 
to the normal average or even below it. A stool exam- 
ination is called for, especially if there is also a history 
of exposure in infested regions. While the dried smear 
examination may show the eggs, it is best to stir up a 
gram of feces with about 20 cc. of saturated solution 
of sodium chloride. After about fifteen minutes, the 
eggs floating on the surface are transferred, 1 
means of the mouth of an inverted test tube, to the 
microscopic slide. 
PROPHYLAXIS 


„ depends on proper disposal of the 
feces o infected persons latrines), 
ance of walking barefoot, and thorough treatment of 
all infested persons, which, if _— would greatly 
hasten the eradication of the di 


TREATMENT 


ters: the expulsion of the worms and cure of 


anemia. 
Prescription 1.—T7ctra-Chloro-Ethylene Capsules 


Label: Take in the morning on empty stomach. 


1. Anthelmintic.— Tetra- chloro- ethylene is the pre- 
ferred agent at present. It requires no preliminary 
measures, excepting that the patient have no breakfast. 
Instead of this meal the patient takes 3 cc. of tetra- 
chloro-ethylene, preferably in capsules (prescription 1), 
followed immediately by a dose of 30 Gm. of * 
nesium sulphate dissolved in a glassful of water 
the patient believes he — swallow capsules, the 
tetra-chloro-ethylene is on a little sugar and is 
thus taken readily. Ile ſor each 
gage, bw Gm of magnesium sulphate for each 

a of body weight. The patient should rest until 

the purge has acted; if it does not act within a few 
hours, a second dose of purgative should be taken. 
After the bowel evacuation, the patient may eat, pref- 
erably cooked cereal. It is probably well to avoid the 
use of fats or alcohol just before and after administra- 
tion of the drug, as these favor its absorption. Its 
chief untoward effect is the occasional production of a 
transient dizziness, sometimes nausea, vomiting, head- 
ache, abdominal pains and malaise. The patient should 
be warned against their possible occurrence. They 
usually do not require treatment. 


are | | | | ica. 

inſormation regarding the relationship of the pituitary 

to metabolism. Perhaps the earliest noted and best 

established phenomenon is the occurrence of glycosuria 

in about 40 per cent of the cases of acromegaly. 

E 
the 

iir 

each one of them one must covet for the internist of 

the future the satisfaction now possessed by the gyne- 

cologist in his ability to determine the titers of 

estrogenic and gonadotropic hormones in the body 

fluids. 

67. Biasotti, A., and Houssay, B. A. Phioridzin Diabetes in Fasting or 

Fed Physiol. 77: 81 (Dec.) 1932. Houssay, 

B. A.; Biasotti, A.; di Be to, K., and Rietti, C. I.: Actions des 

extrait antéro nypopayssive sur le diabéte phiorhyzinique, Compt. rend. 

Sec. de biol. 118: 497 (Feb. 10) 1933. 


and if no ova are found in flotation 


Label: Take two capsules three times daily after meals. 
2. Hematinic—While there is a tendency to blood 
tion after expulsion of the worms, iron decid- 
edly hastens this recovery, if given in large doses (e. g., 
as in prescription 2). 
3. General Regimen. — Usually the a s may be 
to continue with his occupation. 


is required in addition to the iron to favor rebuilding 
of the much depleted blood; and, no doubt, fresh air 
and sunshine are also useful in this direction. 


— — 


THERAPY OF TRICHINIASIS 


_ DIAGNOSIS 
Marked should always lead one to sus- 
pect the — of some form of helminthiasis, 
though it must be remembered that eosinophilia may be 
due to many other conditions and that it is 
common in children. Some of the manifestations of 


might then trichiniasis, the presence of which 
is rendered probable by discovery of the cysts in the 
suspected pork, and the finding of the worms 


in the feces (difficult), in muscle tissue (after surgical 
excision under local anesthesia of a piece of the biceps, 
deltoid or rocnemius), or in the spinal fluid (after 


As complete 


must be remembered t 
(137 E) is slow in reaching the center ter of a thick piece 
28228 larvae, but 


of meat. Refri 1245 
it must be at 0 F. for 
TREATMENT 
1. Active Purgation.—Even in cases not seen until 
six weeks after infection, active 
be neglected. Mild Mercurous i 
0.2 Gm., followed in six or cight hours by Magnesium 
Sulphate (30 Gm.) and this by a colon flushing several 
hours later, might be repeat 


2. General Care.—In cases fever, it is 
fever regimen (q. v.) follow me convalescence 
by a long period of rest and highly nutritive diet. 

1. McCoy, O. k.; J. J 


of the I 
24:1 (Jan) 1933. 


Immunol. 
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3. Relief of Clinical Manifestations —(a) Myositis: 


Muscular pain, when well localized, might be relieved 
by limitation of motion by means of adhesive plaster 


muscular 
required, if milder analgesics fail (cf. Therapy of 


Pain). It has been suggested that treatment with Cal- 
cium, as in the accompanyi 
thyroid extract (from 20 to 40 units every twelve 
hours for not more than ten days) might hasten cal- 
cifcation of the cysts and thus thorten the course of 
the trichinal “rheumatism. 
Calcium Lactate 

B Calcium lactate... 20.00 Gm. 

40.00 Gm. 


Label: Heaping teaspoonful in water before meals and at bedtime. 
oe Allergic Symptoms: Urticaria, pruritus and the 


puncture 
(d) Failure of Respirations: The failure of respira- 
tions from muscular involvement might call for treat- 
ment in a respirator. 


DISCUSSION OF PREVIOUSLY PUBLISHED 
ARTICLES 
DISTURBANCES DUE TO HEAT 
To the Editor:—May 1 submit the following comment 
the article on the therapy of disturbances due to heat (THe 
Jovenat, September 29, p. 990) : 
Recent experience has fairly demonstrated that heat exhaus- 
tion is essentially dehydration. The human body is dependent 


demonstrate this principle. r 
the same as that advised by Dr. Fant he 

very well. If he had simply continued 

principle into his therapeutics he would save many li 
many days of illness, because it has been repeatedly demon- 
strated that intravenous salt or dextrose solution will by filling 


104 
6 
found, the treatment should be repeated, possibly with strapping, provided it is not applied tightly enough to 
a dose of 4 cc. of tetra-chloro-ethylene. 
Prescription 2.—Reduced Iron Capsules 
™ — — 
rr ingestion of the parasites, might possibly be benefited 
3 by Solution of Epinephrine (from 0.5 to 1 cc.) injected 
— — — intramuscularly and repeated as often as the rather 
transient improvement might demand. 
D (c) Meningismus: This might be ameliorated by 
t classic rome musc ; an ever 
— — in cases presenting meningeal symp- 
toms. presence or absence of the trichiniasis skin 
test strengthens the evidence for or against this 
diagnosis. tion of excessive heat. Water passing from a liquid 
iquid to a 
PROPHYLAXIS vapor requires heat. This it takes from the body, thereby 
Unfortunately, t cooling it. Hence the call for water and more water, perspira- 
fresh pork and por tion and more perspiration, depletion of water, dehydration and 
of freedom of the shock. There is no injury to the machinery of the body. All 
cooking of pork it needs is volume of water, and salt to maintain the proper 
every one should be educa 0 importance Of eat- osmotic — considerable 
: ough cook time any damage from hyperpyrexia. To still advise bleeding 
: only thor ly ed pork and pork products. . for sunstroke seems a bit out of date. The unconsciousness is 
It is realized by all that by perspiration 8 or 10 pounds up 
to 20 pounds can be lost in one day. Most football players 
lose 6 or 8 pounds for each game, and still the coaches insist 
that they must not drink during the game. 
The experiences at Hoover Dam, at the Los Angeles aque- 
duct and at numerous other places in California and elsewhere 
yet the submucosa. aS 
Pathologists find the heart and major blood vessels empty 
at autopsy and the skin suffused with what little blood is let 
in the body. This dusky cyanotic picture has always suggested 
bleeding, and this undoubtedly is the basis of the advice in 
this article to draw blood in the asphyxial form of heat 
exhaustion. 


as follows: 
Summer of 1931: From 100 to 150 cases (no record); 17 
deaths. 


Summer of 1934: Very few cases; no record; no deaths. 
A record of these experiences is given by Dr. R. O. Schofield, 
“Heat Prostration—Its Treatment at Boulder Dam,” in Coli- 
fornia and Western Medicine 41:83 (Ausg.) 1934. 
Further references are: 
ion in Heat Exhaustion and in Fatigue, Colifornie & West. 
ed. 38: 354 (May) 19353. 
and 


Taz Jowanat, Oct. 14, 1933, 


Cornetius Van Zwatensurc, M. D., Riverside, Calif. 


Comment. — Unf , the pathology of an 
established case of sunstroke is not simple dehydration, 


thorough and complete rehydration i 

and if intracranial 
tension est themselves, 
that bleeding might be thought of. 


THERAPY OF CARBUNCLE 


Dr. Sumner L. Koch presents the following 
treatment for carbuncle than 


drainage material, such as petrolatum gauze or rubber 
i to keep the flaps from falling back in place and i 
ately becoming adherent again to the surface from whi 


i 


125 


FF 


7 
8 
7 


COMMITTEE 


iodoform gauze, pastes and salves are helpful in the treatment 

an infectious process associated with sloughing and necrosis 

of tissue, the better off we shall be. 
Comment.—Simplex est si 

is the sign of the truth) is 

as well as in philosophy. 


2 


correct in 


RINGWORM OF THE HAIRY PARTS 


run Mepicat Association. Ra H 8 


KELLOGG’S ALL-BRAN 
Flavor witn Matt, Sudan axp Sur 


Calories.—3.4 per gram; 97 per ounce. 
Vitamins. ounce furnishes 45 Sherman and Chase 
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However, the mechanics of the condition indicates that 

instead of depletion there is a demand for fluid to fill the 
central blood vessels. The essential mechanics is that heat 
dilates capillaries and increases the permeability and keeps on 
dilating them and drawing blood from the heart and large 
blood vessels until cyanosis appears. The capillary permea- 
bility sometimes is so great that ecchymoses result. 
The records at Hoover Dam ave ctsihing and ave 
To the Editor: —Reſerring to the article on the treatment of 
trichophytosis (The Therapy of the Cook County Hospital) 

Summer of 1932: Seven cases; no deaths. (Prevention and $f" .. 
treatment based on the dehydration principle were instituted Hairy Parts.” The treatment there recommended consists of 
in the spring of 1932.) temporary epilation by means of roentgen rays, thallium or 
Summer of 1933: Thirteen cases; no deaths. manual extraction. Epilation therapy is requisite in only certain 

forms of trichophytosis capitis—chiefly that caused by Micro- 
sporon Audouini. In many cases of ringworm of the scalp, 
the causative fungus is an “animal-borne” fungus, producing 
inflammatory and kerionic scalp lesions in children; these do 
not require depilation, as the large majority of them are readily 
curable by means of local antiseptic ointments. 
Recently this fact was brought to the attention of readers of 
the Year Book of Dermatology and Syphilology (Year Book 
Publishers, Chicago) for 1933, page 267, by its editors, in a 
comment following an article on ringworm by R. L. Gilman. 
p. 1253. A discussion — will — 
Prevention and Treatment of Heat Exhaustion and Sunstroke, Weekly M. is: Ringworm of the Scalp: 
ed California State Department of Public Health 13, June Due to the Microsporon Lanosum with a Tendency to Spon- 
Dill, D. B., Bock, A. V., and Edwards, M. T. Mechanisms for taneous Recovery, Arch. Dermat. & Syph. 290 (June) 1934. 
Dissipating Heat in Man and Dog, Am. J. Physiol. 104: 36 Frep Wise, M.D New York. 
(April) 1933. 
as is shown by the fact that mere rehydration is usually 
have been the original factor, secondary changes are x Fooos or rus Mepicat ASSOciATION FOLLOWING ANY 1' 
present in sunstroke, as is evidenced, for instance, by NECESSARY CORRECTIONS OF THE LABELS AND ADVERTISING . 
the postmortem changes, among which multiple hemor- — 
rhages are quite common. Bleeding, of course, is not cations or vun Amenicaw Mavicat Association, axp 
advocated and should not be resorted to until after POR GENERAL PROMULGATION TO THE PUBLIC. THEY WILL 
BE INCLUDED 1x tue Boos or Accerten Foops TO PUBLISHED BY 
Manufacturer — Kellogg Company, Inc., Battle Creek, Mich. 
— Description. Cooked wheat bran flavored with sucrose, malt 
much extract and salt. 
i OURNAL, Oct. 6, f : ith water, su syrup The 
in Tur J | L, Oct. 6, 1954, page 1066: — is lly dried, shredded ‘ led and packed 

It is my belief that carbuncles, particularly small carbuncles, in wax paper lined cartons. 
should be treated in the early stages by the application of warm is (submitted by manufacturer).— 
wet dressirgs. If spread of inflammation is mot haked 
drainage does not take place promptly, the infected area should 

had become separated. Surgical treatment Phosphorus (P) FFC 
acute inflammation subsides. When the acute “ rennen 901 
process has subsided, the use of dressings satura 73 Biol. Chem. 81: 435 (Pie) 1929. 
gical solution of chlorinated soda undoubtedly 
the necrotic and so taking & 
important part vitamin B units. 

Until we can Claims of Manufacturer—Bran fiber is more resistant to 
whether normal disintegration in the intestine than is the fiber of fruit or vege- 
need to be handled with every possible care and protected tables and is therefore more effective for counteracting con- 
from every possible insult and Be stipation due to insufficient bulk. Good source of vitamin B 
purpose. The sooner we can get and iron. 


GIRAFFE VACUUM PACKED FLORIDA 
NATURAL ORANGE JUICE 


Analysis (submitted by manufacturer) — per cent 
00000000068 0.5 
Fat (ether extract 0.0 
Proteim (N X 0.8 
6c 60 0000 5.3 
„ „ „ „„ ) „ ere „ 8 
Tierable acidity Citric 08 
Test for bora. negative 


Calories —0.5 per gram; 14 per ounce. 

Vitamins.—Assay shows retention in high degree of vitamin 
C content. 

Claims of Manufacturer —Retains practically all the nutri- 
tive values of orange juice. For all dietary and table uses. 


D FORTIFIED HOMOGENIZED 
PASTEURIZED MILK 


VITAMIN 


concentrate extracted from 
S. P. X (Revised, 1934) vitamin D 
units per quart. 


homogenized and pasteurized 
Aer 1933, page 34, for description of 
fortification with vitamin D 
Vitamins —The vitamin n concentrate wed and the fortified 


AMERICAN LADY BRAND STRAINED BEETS, CAR- 
ROTS, CELERY, GREEN BEANS, PEAS, PRUNES 
FLAVORED WITH LEMON JUICE, SPINACH, 
TOMATOES, AND VEGETABLES WITH 
CEREAL AND BEEF BROTH 
UNSEASONED 
Distributor —General Grocer Company, St. Louis. 
Packer —The Larsen Company, Green Bay, Wis. 


COMMITTEE ON 


FOODS 


DAVIDSON'S ANGEL FOOD CAKE 


‘anufacturer—Davidson Baking Company, Portland. Ore. 
Description—Angel food cake prepared from egg whites, 
sucrose, flour, cream of tartar, vanilla extract, sodium chloride 
and baking powder. 

Manufacture —The formula ingredients are worked into the 
egg whites in definite order. The batter is scaled, baked and 
cooled and the cake packed in cartons. 
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Analysis (submitted by manufacturer). per cent 
29.8 
2. „ „„ „%% % ) eee — eeee 8 

at 

Crude * ar 
. | 


Claims Menufacturer-—White of thirteen eggs contained 
in each cake (1% pounds). 

CHAPIN BRAND TOMATO JUICE 

ECCO TOMATO JUICE 

FFOG BRAND TOMATO JUICE 

FI-NA-ST PURE TOMATO JUICE 
GARDEN BRAND TOMATO JUICE 
GIBRALTAR TOMATO JUICE 

ISLAND CLUB SPECIAL TOMATO JUICE 
MATCHLESS BRAND TOMATO JUICE 
RADIO TOMATO JUICE 


„Kansas City, Mo. 4. First 
National Stores, Inc., Somerville, Mass. 8 
Co., 


Analysis (submitted by manufacturer ).— per 
15.0 
Fat ( 1.2 

% 4 


Calories.—3.4 per gram; 97 per ounce. 


PENFORD BRAND GOLDEN SYRUP 
PENFORD BRAND CRYSTAL WHITE SYRUP 
Manufacturer —Penick and Ford Sales Company, Inc., Cedar 

Rapids, lowa. 
Description.—Table syrups; corn syrup flavored with refiners’ 
syrup and corn syrup sweetened with sucrose; the same as the 

Penick Golden Syrup (Tue Jovrnat, April 2, 1932, 

p. 1159) and Penick Crystal White Syrup (Tne Joux. 
April 9, 1932, p. 1268) respectively. 


Manufacturer. Tropical Juice Corporation of Florida; Miami 
and Titusville, Fla. 
Description. Canned orange juice: no added sugar or flavor- 
ing; retains in high degree the natural vitamin content. 
Manufacture. —Tree ripened Florida oranges are washed, dis- 
infected with borax or soda ash, rinsed, and stored in clean 
bins until used. The fruit is automatically halved. The juice 
is burred out by machine, the pressure being adjusted to avoid 
as far as possible extracting essential oil from the peel. The 
juice is strained through a series of screens, cooled to 4 C.. ° 
processed at mild temperature, filled into containers which are 
sealed under reduced pressure (15 inches), processed at 71 C. 
for fifteen minutes, and cooled. 
— 1. Chapin Grocery Specialties Co., Inc., 
le Springfield, Mass. 2. Economy Grocery Stores Corp., Boston. 
Distributors.— 
Description. Bottled homogenized pasteurized milk fortified 7. Lawrence Grocery Corp., Lawrence, Mass. 8. Webster- 
ass. 
1 Packing Corporation, Vincennes, Ind. 
Preparation—The milk complies with legal requirements and Description—Pasteurized tomato juice with added salt; 
retains in high degree the natural vitamin content. The same 
Alice of Vincennes Tomato Juice (Tue Feb 
20, 1932, p. 640). 
~ - PERFECTION FLOUR (BLEACHED) 
if 
Clai of Distributors—A vitamin D fortified, antirachitic F Description.—Hard winter wheat straight flour; bleached. 
homogenized pasteurized milk having otherwise the flavor and Manuſacture.— Selected hard winter wheat is cleaned, scoured, 
food values of usual homogenized pasteurized milk. The cream ‘tempered and milled by essentially the same procedures as 
does not separate. described in Tur Journat, June 18, 1932, page 2210. Chosen 
quem flour streams are blended and bleached with « mixture of 
benzoyl peroxide and calcium phosphate (14.2 Gm. per barrel) 
ö and nitrogen trichloride (4 Gm. per barrel). 
t 
72.4 
Description.—Respectively sieved beets, carrots, celery, green — 
beans, peas, prunes flavored with lemon juice, spinach, tomatoes 
and vegetables (carrots, potatoes, tomatoes, celery, peas, beans, 
spinach) with pearl barley and beef extract; prepared by 
efficient methods for retention in high degree of the natural 
mineral and vitamin values. No added sugar or salt. These 
products are the same as the respective accepted Larsen's 
vegetables and fruits (Tue Journat, July 1, 1933, p. 35; 
July 8, 1933, p. 125; July 22, 1933, p. 282; July 29, 1933, p. 366; 
Aug. 12, 1933, p. 525; Aug. 19, 1933, p. 605; Aug. 26, 1933, 
p. 675; Sept. 2, 1933, p. 779). 
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PSYCHOLOGIC CONCOMITANTS OF PAIN 

Pain in its various aspects offers an attractive field 
for study and speculation. According to Waterston ' 
it is often, but not invariably, accompanied by other 
symptoms, such as pallor, fainting and sweating ; these 
are sometimes ascribed to the pain. They are not, 
however, invariable concomitants of pain and may 
hence be produced in a different way, by afferent 
impulses other than those which cause pain, traveling 
by a different path and producing their effects often 
by exciting the sympathetic system. 

The psychologic concomitants of pain, Critchley * 
says, are manifold. An acute and severe pain usually 
dominates the victim’s sensorium, often to the exclu- 
sion of other internal and external impressions. 
Inability to concentrate and irritability are of frequent 
occurrence during states of painful experience. The 
major affects of rage, fear, anxiety or despair may 
also accompany the feeling of pain. Their presence 
depends on the nature of the pain and the circumstances 
surrounding its production. Under the stress of an 
agonizing experience the sense of time may be dis- 
ordered. This effect is commonly expressed as “each 
minute seemed an hour.” Mental depression is, how- 
ever, rare as a concomitant of severe pain. Thus, as 
Ribot puts it, “It seems as though the organism had 
but a limited capacity for either pleasure or pain, and 
that neither feeling can exist at the same time in its 
double (physical and moral) form.” Sleep may follow 
intense suffering, and in that which succeeds or 
accompanies the exhaustion of torture, dreams of a 
peculiarly vivid or complex character are often experi- 
enced. Jack London has described in The Jacket (the 
Star Rover) the particularly coherent and continuous 
visions of Durrell Standing while undergoing a series 
of ordeals by strait-jacket: “He would dream that he 
was addressing learned societies on abstruse problems, 
often waking to the sound of his voice ringing in his 


1. Waterston, David: Pain and the Mechanism of Its Production, 
Brit. M. J. @: 1087 (Dec. 15) 1934. 

2. C „ Macdonald: Some Aspects of Pain, Brit. M. J. 8: 891 
(Nov. 17) 1934. 


ears and with imaginary pages of manuscript floating 
before his eyes; that he was journeying on horseback 
through the meadows of some vast farm; day by day 
the dream story would develop coherently and con- 
secutively, and unroll itself before him. Shrubs and 
plants would grow from small beginnings into tall vege- 
tation, which would later be felled by the laborers’ 
axes, collected, dried and burnt in great heaps.” 

Accompanying the pain feeling—and even at times 
replacing it—there may be a stimulation of one of the 
special senses. In literary descriptions of painful 
experiences the language of some special sense is often 
used to describe the quality or intensity. Often it is 
in terms of color, and thus Homer refers to “black 
pains.” In a minute analysis of this question Bleuler 
and Lehmann write: “Pains are never felt or recollected 
without their appropriate colors. They are colored 
variously, according to their intensity. Violent pains 
are accompanied by an idea of white ; still more intense 
pains go from yellow to red and to dark brown; dull 
headaches give a tint which is almost black; darting 
pains, an idea of white dots; a pinch, a yellow tint, 
which is clearer the keener the pain is; indigestion, a 
more or less clear gray; colic a clear yellowish tint, 
which may pass over the red or brown.” This phe- 
nomenon may of course be reversed, as in the old lady 
in Kipling’s “They,” whom certain colors “hurt.” 

In spite of differences in subjective description, 
there does exist an obvious variation in the pain reac- 
tions of individuals to what is, as near as possible, 
an identical stimulus. Common experience teaches, 
Critchley states, that the burly, lymphatic artisan feels 
pain less than the fragile artist or thinker. As Mrs. 
Browning put it, “the mark of rank in nature is 
capacity for pain.” Precise data in the matter are 
scanty, however, although MacDonald some years ago 
made a careful psychometric study of pain sensitivity. 
His observations confirmed the general impressions by 
demonstrating a greater sensitiveness in the young than 
in the old, and in women than in men. Such generaliza- 
tions are dangerous, however, and it remains prob- 
lematic how, for example, men would stand the pangs 
of childbirth. 

Indifference and insensitivity to pain is a matter of 
great interest. A marked degree of indifference has 
been associated by Lombroso with habitual criminals. 
Occasionally persons are seen who seem to possess 
such a high threshold for nociceptive stimuli that pain 
rarely, if ever, enters their experience. One of the 
best examples of unusual insensitivity was E. H. 
Gibson, known in American vaudeville as “the human 
pincushion.” 

At times pain contributes a pleasurable sensation. In 
such instances it is often closely bound up with religion 
and has been associated with a subtle process of refin- 
ing or cleansing whereby the individual is exalted. 
Self infliction of pain may represent an effort to 
appease a sense of guilt or to atone for a misdeed. In 


1 
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—— 
Cable Address - - - - “Medic, Chicago” 
Subscription price - - - - - Seven dollars per annum in edvance 
Please send in promptly notice of change of address, giving 
both old and new; always state whether the change is temporery 
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this connection the Biblical injunction is recalled: “If 
thy right hand offend thee, cut it off . and if 
thine eye offend thee, pluck it out.” It is also possible 
that pain may be deliberately sought in order to relieve 
a more distressing discomfort or sensation. Here the 


There are no words in English, Critchley says, to 
signify the state of mind that follows the cessation of 


ful experience may linger after the pain has ceased. 
Thus, as Hugh Walpole wrote in his novel Hans Frost, 
“I am suffering tonight from toothache, and I have 
always noticed that a toothache is the most unintel- 
lectual pain in one’s body, just as, in all probability, a 
stomachache is the most intellectual. Have you ever 
noticed, sir, how bright and clear one’s brain becomes 
between the spasms of indigestion?” Many can, from 
their own experience, agree with one or both state- 
ments, but whether the clear headedness associated 
with some gastro-intestinal upsets is due to relief from 
pain or to starvation might well serve to inaugurate 
further investigation. 


RECENT ADVANCES IN THE STUDY OF 
GANGRENE OF THE EXTREMITIES 
Experimental and clinical research into the etiology 
of gangrene of the extremities occupies an increasingly 
important place in modern medicine. In this research 
the study of the larger vessels by morphologic methods 
has proved inadequate. Thus Herrman and Reid' have 
morphologic studies of the large vessels can furnish a 
satisfactory explanation of the clinical manifestations. 
Rabinowitz? says: “While an outstanding lesion in 
thrombo-angiitis obliterans is a thrombotic closure of 
both large and small vessels, many clinical features of 
the disease cannot be attributed solely to this lesion.” 
And now recent work by Popoff throws new light on 
the limitation and inadequacy of morphologic research 
confined mainly to the state of the large vessels of the 

extremities. 

In his studies on the digital vascular system, Popoff 
pays particular attention to the peripheral arteriovenous 
anastomosis in inflammation, arteriosclerotic gangrene, 
diabetic gangrene, obliterating thrombo-angiitis and 

44 The Conservative Treatment of 
22 Peripheral Vascular Diseases, Ann. Surg. 100: 750 


2. Rabinowitz, H. M.: Newer Concepts on the Physiotherapy and 
Surg. 1 260 (Aus.) 


1933. 
3. Popoff, N. W.: The Digital Vascular System with Reference to the 
Arteriosclerotic Gangrene, 


State of the Glomus in Diabetic 
Gangrene, Thrombo- and Supernumerary Digits in Man, 
Arch. Path. 18: 295 (Sept.) 1934. 
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again by Hoyer in 1887, and they are recognized now 
as a normal constituent of the peripheral vascular 
system. Popoff gives a detailed description of the 
anastomoses and discusses their function, which is con- 
trolled by local and general vasomotor mechanisms. 
According to his description, peripheral arteriovenous 
anastomoses or, as he calls them, the digital glomus or 
digital glomic system, serve two functions, one local 
and the other general. If the digits are exposed to 
cold it is through the agency of the glomic system that 
local temperature is maintained and even raised. This 
is accomplished by diverting blood from the capillaries 
and rushing it through anastomoses into collecting veins 
with a highly developed surface area. The glomic sys- 
tem also forms an important factor in the mechanism 
regulating the general temperature of the body. When 
fully opened it aids the dispersal of heat by allowing 
an enormous flow of blood to pass through the digits. 
The glomic system is not found in premature infants. 
To this Popoff attributes their poor control of the tem- 
perature of the body. No glomic system is found in 
cold blooded animals. In man, with the advance of age, 
the glomic system undergoes atrophy and in old age it 
may disappear completely. Comparative studies by 
Popoff on the glomic system in arteriosclerotic and 
diabetic gangrene indicate that in arteriosclerosis the 
destruction of the glomic system is due primarily to 
sclerosis of the afferent artery of the glomus, while in 
diabetes the arteriovenous anastomosis itself is involved 
first and this leads later to the destruction of the 
glomus. In both cases functional incapacitation of the 
glomic system is sufficient to cause the trophic changes 
in these diseases. Thus, according to this concept the 
neurovascular and trophic changes in the digits of 
arteriosclerotic patients and persons with diabetes may 
be due primarily to changes in the glomic system 
and not to inflammatory, degenerative or obstructive 
changes in the large arteries. 

Popoff also offers a new concept of the etiology of 
obliterating thrombo-angiitis. In the cases of thrombo- 
angiitis that he studied he found in the digits abnormal 
arteriovenous communications or anastomoses that are 
different from the normal arteriovenous anastomoses 
just discussed. These abnormal anastomoses are found 
in the peripheral network of the digital vascular system. 
By diverting blood directly and continuously into the 
veins they diminish seriously the amount flowing from 
the capillary bed. As a result of this self-limited 
circulatory disturbance, the peripheral tissues of the 
digits suffer chronic and unrelievable anoxia with con- 
sequent development of the trophic changes and other 
manifestations characteristic of obliterating thrombo- 
angiitis. Both arteries and veins of the affected 
extremity undergo structural changes and, depending 
on the duration of the disease and the size of the 
abnormal arteriovenous anastomoses, the entire vas- 


477 
supernumerary digits in man. These arteriovenous 
anastomoses were discovered by Sucquet in 1862 and 

appears to counterirritant, 
limits at which it becomes a sign of insanity are ‘hard 
to define. 
a severe or protracted painful experience. The result- 
ing emotional state of relief is perhaps attended by 
definite, even if transient, physical and psychologic 
gratification. Some psychologic concomitants of pain- 
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cular system of the body may show signs of involve- 
ment. This concept of the centripetal spread of 
obliterating thrombo-angiitis with the vascular anomaly 
as a causative agent is new and, if Popoff's results are 
corroborated, the nature of the disease will receive a 


new explanation. 


THIRTIETH ANNIVERSARY OF THE 
COUNCIL ON PHARMACY 
AND CHEMISTRY 

February 11, the Council on Pharmacy and Chem- 
istry will complete its thirtieth year of service to the 
medical profession. For nearly a third of a century it 
has made contributions of inestimable value to rational 
therapeutics. Unique at its inception in 1905, it has 
no successful counterpart outside the United States. 
It has moreover served as a model for the Council on 
Physical Therapy and the Committee on Foods of the 
American Medical Association and for the Council 
on Dental Therapeutics of the American Dental 
Association. 

Of the personnel of the Council, which serve entirely 
without remuneration, four members have been active 
ever since the meeting in Pittsburgh on Feb. 11, 1905, 
when the organization of this group was perfected. 
The secretary during the greater part of this period, 
W. A. Puckner, performed a notable service to medi- 
cine for twenty-seven years, until his death in 1932. 
A comparison of the conditions prevailing in the 
marketing of drugs in this country before 1905 and 
those obtaining today indicates the debt that American 
medicine owes to the Council on Pharmacy and Chem- 
istry. The rules governing the acceptance or rejection 
of remedies adopted in the beginning have gradually 
been amplified and clarified to meet new conditions. 
Thus the use of secret, ineffective and irrational prep- 
arations has decreased notably; advertising claims 
employed by manufacturers of pharmaceuticals for 
products accepted by the Council have attained stand- 
ards of accuracy and truthfulness unequaled in any 
other field of marketing. THe JourNnat and many 
other medical publications in this country, including 
the journals of all the state associations with the excep- 
tion of Illinois. accept advertising for Council-accepted 
or official drugs only. But the Council’s work would 
have come to naught had it not been for the militant 
aid of THe Journat and the ever increasing support 
of the medical profession. True, many physicians still 
prescribe secret or semisecret or irrational preparations 
under the spell of persuasive, if unfounded, advertising 
claims made by certain manufacturers. But these 
clinicians are decreasing in number; more and more 
does the practitioner meet the claims of the detail man 
for a new pharmaceutical with the question “Is it 
accepted by the Council? 

Among the important contributions of the Council 
have been the evaluation of new drugs on the basis of 
available evidence, the publication of reports giving the 


COMMENT iss 


results of this evaluation, the standardization with the 
assistance of the A. M. A. Chemical Laboratory of 
products that show promise of therapeutic usefulness, 
and the publication of special articles in review of sub- 
jects of current interest to the medical profession. A 
notable example of the latter is the series on Glandular 
Physiology and Therapy, which begins in the present 
issue of THe Jounx AI. In addition the Council issues 
several books: New and Nonofficial Remedies (revised 
yearly), Useful Drugs, the Epitome of the U. S. Phar- 
macopeia and National Formulary, and (in cooperation 
with the Council on Medical Education and Hospitals) 
Hospital Practice for Interns. It is impossible to pre- 
sent adequately, in so brief a compass, all the valuable 
services of the Council, which have made themselves 
felt wherever medicine is practiced throughout the 
civilized world. It continues its important tasks, ever 
increasing in number and volume, unselfishly and with 
intelligence and foresight. It merits unfailing support 
by the medical profession. 


Current Comment 


— — — 


ASBESTOSIS 

The nature of the effects of silica dust expressed in 
the term “silicosis,” with the resultant 
predisposition to pulmonary tuberculosis, is well known. 
Some of the more cogent etiologic, metabolic and legal 
aspects of this condition have been discussed in these 
columns.“ These important developments in the study 
of lung diseases due to the inhalation of dust have now 
been extended in this country to the pneumonoconiosis 
caused by asbestos dust and termed “asbestosis.” This 
preliminary study of the asbestos industry presents data 


designed to eliminate asbestos dust. It appears evident 
that prolonged exposure to this dust causes a pulmo- 
nary fibrosis demonstrable on x-ray films. This con- 
dition appears to be of a type different from silicosis 
and somewhat milder. Furthermore, a predisposition 
to tuberculosis due to asbestos dust was not indicated 


employees and suggestions for the con- 
trol of dust hazards in the industry. noe 
is the proposal that the manufacturers sponsor studies 
of known cases of asbestosis as well as investigations 
on effects of the condition on the heart and the circula- 
tion. A more detailed report of the asbestos industry 
in the United States will undoubtedly provide further 


1. Absorption and Excretion of Silica, editorial, J. A. M. A. 108: 
303 1 Bw 1934; Protection Against Dusts, ibid. 103: 1543 


1 
17 
Je McConnell, W. J., and Fehnel, J. W.: Pub. Health 


Rep. 80: 1 (Jan. » 1935. 


AA 
five asbestos fabricating plants along the Atlantic sea- 
board. The investigation included physical examina- 
tions of asbestos workers, together with x-ray films, 
and a consideration of the dust exhaust systems 
cardiac enlargement frequently associated with the 
asbestosis. The authors propose valuable recommenda- 
tions, which include a thorough physical examination 
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day. The speakers will be introduced by Dr. Morris Fishbein. 
The speakers and their topics are as follows: 

Advancement of Medical Education, Walter L. Bierring, M.D. 

The Prolongation of Life, Ray Lyman Wilbur, M.D. 

The Battle Against Tuberculosis, Kendall Emerson, M.D. 


Medical News 


— 


(PHYSICIANS WILL CONFER A FAVOR BY SENDING FoR 
THIS DEPARTMENT ITEMS OF NEWS OF MORE OF LESS GEN- 
ERAL INTEREST: SUCH AS RELATE TO SOCIETY ACTIVITIES, 


NEW HOSPITALS, EDUCATION, PUBLIC HEALTH, ETC.) 


ALABAMA 
cities and 


Bills Introduced.—H. 30 proposes to prohibit 
towns of from 15,000 to 20,000 population from collecting occu- 

tional taxes on physicians practicing within their jurisdictions. 
proposes to authorize the sexual sterilization of certain 
inadequate inmates of state institutions. 

ARIZONA 

Bill Introduced.—S. 15 proposes to repeal the laws regulat- 
ing the distribution and possession of narcotic drugs and to 
what apparently is the uniform narcotic drug act. 


„ has passed 
eclectic medical examining shall register annually with 
that board and pay at that time a registration fee of $2. 
ure of an eclectic licentiate to register within the time stated 


is to suspend automatically his right to ice, and a failure 
to register for three consecutive years automatically cancel 
his license to practice. N 
Bills Introduced.—H. 15 to require any physician 
treating a person su a gunshot, pistol or bullet 
wound to report that fact i iately to the appropriate police 
authorities. H. 105, apparently to supplement the pharmacy 
practice act, proposes (1) to drugs as “any drug or com- 
in the United 8 ia or National 
ormulary, or both, which are [sic] used for the pi ' 


permit the board of 
store comply ing the laws. H. 110 and S 
propose to repeal the laws regulating possession 


ion of narcotic drugs and 
of these bills cite as the “uniform narcotic drug act.” 
bills, however, differ from the model unif narcotic 
act in some important i 


for injuries and occupational diseases or infections arising 
of or in the course of their employment. 
is to be required to furnish such medical, surgical and 
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for $250 to secure payment of 
(2) to make the following acts additi 
cation ’ lic 


i 

1 


or indirectly solicit patients. S. 155, to the medical 
ice act, proposes permit issuance of a physician's 

s has completed 

years’ study in a medical served at least 


COLORADO 
Annual Due Before March 1.—E per- 
son licensed to practice any form of the healing art in ‘ 


he secretary-treasurer he 

to pay a fee of $2 if a resident of 
resident. Failure to pay this fee within the time stated auto- 
matically the right of a licentiate to practice while 
ject to penalties provi w for practicing icine 
without a license. Faltere to pay thie fee for three i 


consecutive 
results cancellation of a delinquent 


Special Coast to Coast Broadcast the duty of such a corporation to refund quarterly to its 
The American Medical Association will broadcast on a special ¢™ployees any accumulation of such funds not necessary to 
: keep the medical service plan in operation. H. 189 prohibits 
program arranged through the courtesy of the National Broad. the sale of barbiturie acid derivatives and/or compounds thereof 
casting Company over a network of stations, beginning at except on the prescription of a licensed physician. S. 107 pro- 
6 p. m., eastern standard time, Monday, February 18. The peste ail persons wie have Seen engaged 
program will include music and three speakers from among of medicine twenty years continuously prior to Jan. 1, 1938, 
physicians in attendance at the Annual Congress on Medical on presentation of such proof be licensed by the homeopathic 
Education and Medical Licensure, meeting in Chicago on that board, by the eclectic board or by the nonsectarian board of 
medical examiners, according to the applicant’s school of 
practice. 
CALIFORNIA 
Special Meeting Called for House of Delegates.—To 
formulate principles and policies on pending and proposed fed- 
ü—ü— eral and state legislation related to medical care and medical 
services, a special meeting of the house of delegates of the 
Fe California Medical Association has been called for March 2 in 
Los Angeles. 
3 Bills Introduced.—A. 246 to authorize the orzani- 
zation of i to provide on a basis 4 — 
Ä— ẽůͤpw 
the requirements of the state insurance law. funds of a 
ee corporation organized under the provisions of this bill are to 
— 
taxes. 8 a corporation is specifically prohibited from in any 
manner providing medical service “in connection with the 
diagnosis or treatment of disease as controlled or prescribed 
by the medical practice act of the state of California or in any 
manner whatsoever engaging in the corporate practice of medi- 
cine and/or dentistry.” A. 255 proposes that the expert medical 
witnesses and the medical examiners whom the law permits a 
court to appoint to testify in a pending case shall be selected 
from a list of qualified ge | prepared by the civil service 
commission after consultation with the state board of medical 
examiners, the medical director of the industrial accident com- 
mission, the deans of the medical schools of the University of 
California and of Stanford University, and the judicial council. 
ARKANSAS A. 429 proposes that 2 — i? private school be so 
. ; equipped as to render first ical aid to injured students. 
Bill Passed.—S. 126, to supplement the medical practice S. 154, to amend the medical practice act, proposes (1) that a 
licentiate appealing from a judgment of the board of medical 
examiners revoking or suspending his license or placing him v 
on tion must file with the clerk of the court a surety 
the costs of appeal; and 1! 
causes for the revo- 
fraudulent tion 
his professional wey of any false certificate, and (d) 
tance by a licentiate from who direct 
mitigation, Or cure Ol disease ,; prohibit distribution 
c of drugs, as defined, except by registered pharmacies; (3) to one year's internship. S. 311, to the laws regulating 
the sale, wy distribution and use of narcotic drugs, 
. proposes that, in addition to any other penalty, 2422 
convicted of unlawfully distributing narcotic drugs, who is not 
tsmen himself a drug addict, may be subject to from one to twenty 
The lashes at a whipping post. . 
drug 
errors 
in phraseology. omit provisions im t 1 bill 
intended to 14 the gross quantity of a habit-forming drug 
a person can in exempt preparations within a period of 
forty-eight hours. S. 142 proposes that all persons who have — — 11 44 — — 11 
engaged in the practice oi medicine ſor twenty years contin- 
uously prior to Jan. 1, 1935, shall, on presentation of such 
proof, be entitled to registration by the eclectic medical exam- 
— 
medicines, crutches and apparatus, for such period as the nature , ‘ , 
of the injury or the process of recovery may require. Appar- Bills Introduced.—S. 699, to amend the workmen's com- 
ently the employer is to have the right to designate the physi- pensation act, proposes that if an employee or his representative 
cian and the hospital that are to treat or care for the injured is awarded compensation under the act no action may there- 
employee. If the employer does not provide the services after be brought against the physician who treated the indus- 
referred to after request by the employee, the 2 may trial injury which was the basis of the award. S. 700 proposes 
obtain them himself at the employer s expense. 172 pro- that every contract by which a hospital or a licensed u 
poses to make it unlawful for a corporation to keep for its of the healing art warrants or guarantees the specific result of 
own benefit any unused portion of sums collected from its treatment or care to be given any patient shall be void unless 
employees to provide them with medical services. It is to be such contract or some note or memorandum thereof be in writ- 
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CONNECTICUT 
Bill Introduced.—H. 28, to amend practice 
act, proposes to define chiropody, or ry, as “the diagnosis 
of foot ailments and the practice minor the 
feet, limited to those structures of the foot s ial to the 
inner layer of the fascia of the foot; the dressing, 
strapping of the feet; the making models of the feet 


pertain to health problems, is now thought desirable. The work 
on social backgrounds has been conducted with the cooperation 
of vari i ing the social agencies of New Haven, 
Ith, the social service department of 


ie 


125 


of 
specific Calcium Therapy.” Dr. William H. Speer, Wilmington, 
18, 1934, on “The Injection Treat- 


Bills Introduced.— H. 96 proposes to impose a tax of 10 
cent of the gross cash receipts from sales in Illinois on per- 
manufacturing patent and proprietary medicines in the 
H. 97 proposes to authorize the sexual sterilization oi 
feebleminded, mentally defective, idiot, imbecile or epi- 
inmates of state institutions. H. 44 proposes to repeal 
ws regulating the distribution and possession of narcotic 
to enact what apparently is the uniform narcotic 
H. 109 proposes to accord liens to physicians and 
treating persons injured through the negli of 
all rights of actions, suits, claims or accru- 
injured persons because of their injuries. 
—The lowa and Illinois Central District 
held its quarterly meeting at the Black- 
„ lowa, January 11. The president, 
Dr 
yster, who pract icine in or - 
speakers were Drs. Merrill M. Benfer, Davenport, on “Con- 
sideration in the Treatment of Hypertrophied Prostate” ; 
Extremities,” and Louis G. Herrmann, Cincinnati, “Recent 
Advances in the Treatment of Obliterative Arterial Diseases of 
Extremities.” Several patients with arterial disease of the 
were 


3 


ys 


Chicago 
Malaria Narcotic Addicts.—The of the same 
syringe by several narcotic addicts was said the cause 


of the victims lived. Two of the men 
potential malaria carriers, having had the disease several years 
ago. They confessed to being part of a group of addicts that 


24; 
Culver, Herman L. Kretschmer and Irvin S. Koll. Dr. Royd 
R. Sayers of the U. S. Public H 


Society of Industrial Medicine S were invited. 
: Medical Society held a memorial — Jan- 
uary 27, in honor $ who have died in 
In addition to a musical Dr. William A 
“Medicine the Last Fifty Years and the Next 
Fifty,” and Frederick of the Central Church, 
Some ors I Ha — Dr. W. Crile, 
Cleveland, the Public Affairs Round Table of the 
Union League ; J 25, on “Medical 
H and Longevity.” This lecture 


INDIANA 
Bills Introduced.—H. 113 proposes to authorize the state 
and to collect information necessary to enforce, the state and 
federal laws relating to narcotic drugs. S. 83 proposes to 
repeal the laws regulating the distribution and possession of 


against an employer who is the act, unless, at the 
time of making his report to the employing him, he shall 
also furnish the ite party wi ye Che gy. 
out in detail the history, complaints and findings. H. 211 pro- 
ree of charge to citizens who are in need of insulin treatment 
3 and who are financially unable to purchase the 
IOWA 
Bill Introduced.—S. 20 proposes that before any 
surgery or ch ic may be examined by his professional 
board he must first pass an examination before an impartial 
basic science board in anatomy, physiology, chemistry, pathol- 
ogy, bacteriology and hygiene. The basic science examining 
board is to consist of five members of the faculties of the 
State University, the State College of Agriculture and Mechanic 


73 2 
55 


1215 


in a program s Orleans Parish Medical 
Society, January This é is a forerunner of the 
ce tion the university in June for three or four 
days, culminating on day, June 12. The recent 
ram marked the actual day of its f ing, the first Monday 

in January 1 The history of the institution was reviewed 
by 5 , and Drs. Charles C. Bass, 
R. Metz, Albert E. Fossier and Rudolph 


Bills Introduced.—H. — 
pensation act, proposes to eliminate t provisions in 
law which define the evidence that must be submitted 

in order to permit recovery of compensation for hernia. H. 53 

proposes to require both parties to prospective marriages, as a 
itt it to ining licenses wed, to present 

certificates from licensed i that 

1 contagious disease. 


to 
both parties are free 
rom 


481 
ing and be signed by the party sought to be charged therewith. 
S. 701 proposes that all actions for malpractice against a hos- 
pital must be instituted within two years after the accrual of 
the cause of action. usually met together and used the same syringe. 
Society News.—A symposium on transurethral resection 
, discus iicosis as a Factor m Compensation a 
Personal Injury Cases” at a meeting, January 26, sponsored 
by committee of the Chicago Bar Association. 
turbances of the feet as taught and practiced in the schools of — ee — 1 II 
chiropody recognized by the examining board.” 
Lectures on Social Aspects of Medicine.—The depart- 
ment of public health of Yale University School of Medicine is 
sponsoring a series of lectures in New Haven dealing with the 
backgrounds of medical practice. Dr. a E. Sigerist, 
director of the Institute of the History of Medicine, Johns 
Hopkins University, Baltimore 1 2 the series with three 
lectures on the development of icine in relation to changing 
social conditions, January 14, 15 and 17. These lectures on the : : 
social aspects of medicine are designed ially for students the first showing of the sound motion picture “That Man May 
of medicine but will aloo be open to the public. The department Live,” prepared by the American College of Surgeons. 
of public health has for some time been interested in furthering 
the investigation of the social backgrounds of disease in indi- 
vidual patients. According to an announcement, the work has 
been Tr under the direction of Ira V. Hiscock, C. P. H.. 
proſessor public health, to the point at which a more com- 
ive survey of the many aspects of American life, as they 
narcotic drugs a O enact w apparently is uniiorm 
narcotic drug act. S. 118, to amend the workmen's compensa- 
ticn act, proposes (1) to make occupational diseases compen- 
sable, and (2) that no physician be permitted to testify at any 
hearing vided for in the act or in 
compen- 
1 ly treated.” 
Society News.—Dr. Abraham Cantarow, Philadelphia, 
addressed the New Castle County Medical Society in Wilming- 
ILLINOIS 
LOUISIANA 
Centennial Celebration at Tulane.—The one hundredth 
anniversary of the establishment of Tulane University of Loui- 
siana School of Medicine, New Orleans, was commemorated 
Matas. 
MARYLAND 
in the county hospital prompted a raid on the hotel where two 
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A.M. A. 
482 
a 


3 

; 710 175 it 58 
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Bequest to Pennsylvania H — Mrs. Henrietta 

1444 of her ,000 

vania Hospital to establish a ward “ persons 

gentle birth but unable to pay.” according to newspaper reports 

Pepper, who died in 1918. Mrs. Pepper died, Dec. 23, 1934. 


Pi 
Travel Club Meeting.—The Obstetrical and — — 
Travel Club, including physicians from Montreal, Boston, New 
York, Philadelphia. Chicago, Rochester (Minn) and get 
D. C., held its annual meeting in Pittsburgh, Dec 2-4, 
1 Clinics were — at various hospitals by the fol- 
Pittsburgh physicians Drs. H. Aufhammer 


Franklin, 
Pennsyl 


; 

> 
2 


a paper on toxemias 


TENNESSEE 
Bills Introduced.—H. 204, to amend the chiro 
0 


ppointed by the governor from 
1 by the Tennessee Chiropractic — 


to provide ered terms of three years board members. 
H. 265 and S. 168 propose, among n 
annual occupational tax on — Ron equal to I per cent of 


the gross income derived from the practice of their professi 


arry G. Walcott, Dallas, was elected and 

Dr. Franklin D. Garrett, El Paso, ; xt meet- 
ing will be in connection with the annual session of the Texas 

in m 

UTAH 
Bill Introduced.—H. 4, to amend the workmen's compen- 
compensable 
any “disease ich is the result of the occupation or 
employment. 

WASHINGTON 


itment of 
ict” as one “who unlawfully 
isters to himself or unlawfully has administered to him- 


of — 28 proposes 
nurses and hospitals, treating oo injured through the neg- 
ligence of others, liens on al of i 


case to instil a 1 per cent 

of silver nitrate into the eyes of the baby immediately 
after its birth. 

Two Positions for Women Physicians.—The state bureau 

of personnel announces that two vacancies are anticipated in the 


present 
fications are training equivalent to that 
tion from a medical school of recognized standing, a license or 
eligibility for — license to practice in Wisconsin, tee 1 — of 
ial experience in pediatrics and public hea 
ability as a ic s ef, „and physical con- 
dition. Out of state candidates who are citizens of the * 


States will be accepted for both positions. 

medical certificates must accompany applicat which must 
be fed before February M, Blanks may be from the 
bureau of personnel, 


the disappearance of 


in 21 


supporting revision of the F and Drugs Act. The 
ment expressed the conviction that cosmetics should be included 
in any new bill presented and that manuf their sales- 


men or other agents, should be allowed to use in their adver- 


the American 
— Vork. f January 15-17, the * Board of 
Surgeons was ized to certify qualifications of * 
who wish to specialize in that field. Dr. Melvin S 
Rochester, Minn., was named chairman, and other 
include Drs. Fremont A. Chandler, * 
Philip Lewin, Chicago; Henry W. 
William Barnett Owen, — Jol C. Wilson 


also 


editorship * 


8 


* cent of the poe ye ex by C 
und in the year ended Sept. 1934, was devoted to public 
health, rural pitals, medical education and medical 


ing to the annual report issued January 14. During the 
year the fund helped to finance a community hospital in Kings- 
enn., in the region served by the Tennessee Valley 


husetts, 


. In Mi ial 
n 


Fas. 9, 1935 
state board of health, for which women physicians are invited 
to apply: supervisor of the maternity and child welfare divi- 
sion, a permanent position, and maternity and child welfare 
physician, a position that will last about ten months, ; 
Ja Bill Introduced.—S. 47 to authorize school 
Thomas K. Reeves and Paul Titus. Among social features — — Pe — 
were a buffet supper at the home of Dr. Titus and a dinner —— oa a licensed physician to care for and treat 
at the University Club, at which Dr. Frederick C. Irving, 
Boston, read «oof pregnancy. GENERAL 
medici 
chir xc examiners be increased from three to five, (2) that Association Favors New Food and Drug Legistation— 
list of names The American Association for the Advancement of Science at 
tion, and (3) its in Dec. 1934, a_resolution 

Bill Enacted.—S. 97 has become a law, providing that the tising, printed, broadcast or otherwise presented, only suc 
board of health shall consist of nine members, appointed by statements as are not misleading and are essentially in accor- 
— governor, 4 — six shall be — ~~ itioners X. dance with fact. 

icine, one a licen dentist, one a licen rmacist Board.— annual 

one a member of the Tennessee congress of parents and teachers Form Exami At the 
and the Tennessee Federation of Women's Clubs. The medical 

members are to be appointed from a list of names submitted 

by the Tennessee State Medical Association. The board is to 

formulate the policies and supervise the activities of the depart- 

ment of public health. 

TEXAS 

the sexual sterilization of mentally ective, deficient or dis- — 0 : : 

2 g. New York. Dr. Henderson was also chosen president 
cased inmates of state institutions. elect of the academy and Dr. Frank D. Dickson, Kansas City, 
_Gastro-Enterologists Organize.— The Texas Society of No., was installed as president. Dr. Lionel D. Prince, San 
Gastro-Enterologists was organized, Nov. 16, 1934, during the Francisco, was elected vice president and Dr. Philip Lewin, 
meeting of the Southern Medical Association in San Antonio. Chicago, reelected secretary. 

Lea and Febiger Publish Memorial Volume.—In recog- 
nition of 150 years of 2 Lea and Febiger have just 
made available a sketch originally prepared by Mr. Henry 
Charles Lea in 1885 to celebrate the one hundredth anniversary 
of the founding of that business, revised and amplified to bring 
it . 4, date. The volume is beautifully illustrated with fac- 
similes of letters and with some fine portraits. This company 
has been operated continuously by members of the same family. 
The first editor of the — ae Jou 
and Physical Sciences, establi in 1820, 

a of the Medical Sciences, was Nat — 

rst ident oi the American Medical Association. 

Bills Introduced.—S. 14 proposes to authorize the estab- — 4 became of the Medical 4 J 
11 
to pr in a — the Principles of 
it. T Ethics of the American Medical Association. The company 
admin takes particular pride in its continuous publication in America 
self b of Gray's Anatomy, beginning with 1859. 
poses 
the sale or other distribution, or the use, Annual Report of Commonwealth Fund — Fit ht 
ments, compromises or settlements accruing to the imjured 
persons by reason of their injuries. 

uthority, similar to six community $ 

WISCONSIN ported in the past few years. In the latter hospitals, average 
occupancy increased 22 per cent over the * year and 
collections on patients’ accounts increased 
fund has aided ru 
sippi and Tennessee 
has been scholar- 
ships for ysicians. 
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The fund is now subsidizing experiments at the Boston Chil- are i 
ren's ital and the New York Babies Hospital, in which by federal and state funds from various with impetus 
students ‘atrics may observe psychiatric and psychologic from funds provided by Agricultural Adjustment 
methods of handling children. Support of the Child Guidance Administration. 
Cin, Londo continued’ “Medial 

is ion i a st is in i 
ard preschool child at Johns Hopkins University School ot — 22 
Medic ine, of placental extract at Medi — 
of serum treatment of pneumonia under the direction 
Massachusetts State Department of Health. 

Medical Bills in Congress.—Changes in Status: S. 


has the Senate, ing to the sending consisting of a rotating service four months each of sur- 
feted merchandise through the mai. S. 1175 has gery, acute medical service and chronic medical service; six 


ion months of 
. ene, chiatry. The second type is a graduate internship of one year 
1 ond : — 
Bills Introduced: S. 337, introduced by Senator Van- ited internship are desired, although applications will be 


fling any prescription of any such Annual Report on Health of Army 


licensed physician; (3) for use by any medical college legally For the first time in the U. S. Army, injuries from athletics 
chartered under the laws of the nited States or of state jead the causes of admission to sick report with a rate of 28.4 
or territory, or of the District of Columbia; or (4) for use per thousand, ing to annual 
general for 1933. The ission rate (578.5) ever 
nenne achieved was recorded for this year, while a new low rate 
any territory, or of the District of Columbia. II. J. Res. 8, (34.4 per thousand) was indicated for venereal disease incidence 
introduced by Representative Bland, Virg would authorize as compared with 42 for the previous . The total army 
Hugh S we a Long, Medical had an a e daily strength of 136,401 during the year, 
Director, and Clifford Eskey, surgeon, all of the United increase of 4 over that of the previous year. The percent- 
States Public Health Service, to accept certain decorations age of first enlistments of the total number enlisted was 
bestowed on them by the governments of Ecuador, Chile and ich was higher than the two vious years (25.5 and 298), 
Cuba. —+- but lower than the rate of 43.6 for 1930. The total 
Alabama, proposes to authorize the u of Standards to of days spent in the hospital the year was 1,355,245 
adopt and prescribe grades and standards of quality of objects In addition there were 1,008,140 hospital days 
ty beneficiaries of the V Administration, soldiers 


and/or figures indicati grades and and to members of the national guard, officers’ reserve corps, reserve 
adopt regulations for the use of such marks, symbol and officers’ training corps, citizens military training camps, civilian 
figures or R. 2061, conservation corps and civilians entitied to medical treatment. 
innesota. tota 


ys spent in hospita ing In addition 
sions and other allowances for veterans and their dependents. was an average of patients each day treated in quarters 
H. R. 3039, introduced by Representative McSwain, and 1,290,142 tients treated. were 686,327 physical 
Carolina, proposes to a of additional examinations ormed 900 vaccinations of various 


land for the use of the Walter Reed General Hospital. EI. R. kinds administered. For the fiscal year 1934 the per diem cost 
4317, introduced (by request) by Representative Zioncheck, of hospitalization in army hospitals was $4.60. The 
Washington, incorporate C * Administration beneficiaries was materially reduced. 


ts 

7 


i 


offset by the influx of civilian conservation corps 
admission rate for officers (487) was the lowest 
decade. There were 577 deaths during 1933, as 
with 567 in 1932 and 626 during 1931. Excluding 
deaths, which were among nurses, the death rate 


4 


i 

17 


eighteen — 1 thi 
eig rom this cause. Su 

4 death, accounting for fifty-seven deaths: 

ible for fifty-six third. 

vi rom external causes gave a rate 10, almost as high as 

Government Se ces the total rate for diseases, 2.11. During the year ninety-two 

ee officers and 1,721 enlisted men were discharged from the ser- 

13, as compa wit or rate of discharge 

Testing of cattle for tuberculosis is — mate rapidly {or the year for the entire army was 13.3. The noneffective 


than at any time in the history of losis eradication, rate for the whole a for the year was 29.4, as compared 
according to a statement from A. E. Wight, in op of with 30.5 for 1932 32.5 for 1931. Gonorrhea was the 
eradication of is and Bans's disease for the S. leading cause for the loss of time, 2,863 cases accounting for 
of Agriculture. During November 1934 a total 133,531 days lost. However, tuberculosis led the conditions 
of 2,122,035 cattle were more than in any month in the causing the greatest loss of time per case, on account of the 
history nation wide campaign. Although the work long continued treatment required. Injuries caused 19.7 per 
against Bang’s disease 9 from forty-four cent of all noneffectiveness, as compared with 18.8 for 1932. 
states show more 286,000 agglutination tests were The rate 5.6 was the lowest on record for alcoholism for the 
made in November 15 per cent of the cattle reacted total army with the exception of the war years. Twelve drug 
and will be removed for slaughter. Large numbers of cattle addicts were detected, as compared with sixteen in 1932. 


485 
MAIC proposes to fürm Oo certain er Med irom who have not. pphications wt a ptec 
hospitalization and medical treatment at hospitals and relief from fourth year students in medical schools that require a 
stations of the United States Public Health Service. S. 1375, year of internship before granting a degree, as senior students 
to serve the intern year, and from senior students in other 
the penal laws of the United States so as to authorize the schools subject to their furnishing proof of graduation during 
importation into the United States, and the interstate trans- the existence of the eligible register. Full information may 
mission by any express company or other common carrier, of be obtained from the secretary of the U. S. Civil Service 
books or information relating to the prevention of wy Board at the postoffice or customhouse in any city that has a 
or articles, instruments, substances, drugs, medicines, or things postoffice of the first or second class or from the Civil Service 
designed, adapted or intended -, ** the prevention of con- Commission, Washington, D. C. 
ception, if (1) for use by any sician legally licensed to 
practice medicine, or by h ; 
use by any druggist in f 
wi 
ist 
important cause of death, as they have since 1930. 
— ²—⁰ there were seven more than in 1932 but twelve 
sO 
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= 
amount increases with age, which is a 
with the question of the treatment of 
earnings in assessing needs, the basis to 
to milk and meals given to children at 
Atme 
All meals given on a physician's : 
suffering from a specific condition and nourish- ** 
ment are to be regarded as personal medical requirements and oth 
ignored. Milk or other special items, such as cod liver oil, | age 3 
will also be entirely ignored. Meals up to two a day for a Petro s), were potentially 15 
single child in a household or one meal for two 
be ignored as constituting a negligible saving fo 
elve meals a week 
ll be made in resy 
at two cents a 2 
nd child welfare, a 
llowances in kind 
ial needs and will b 
age, widows and 
‘oviding for the pensioner 
rsonal needs when there w 
they would be ignored. In t 
n, Sir Francis Freemantle (a 
the new regulations as a great 
by the labor party as inade 
large majority. 
called The Children's Mini 
sure the adequate nutrition of 
ulations ag a considerable adv 
ies with two or more children 
it of an expenditure satisfying 
British Medical Association's 
ildren's Minimum Committee 
ed by free meals and 
ken into account in assessi 
resources. 
The Prevention of Mule Spinners’ C 
The Manchester Committee on Cancer, forme 
representative of all the hospitals and public hea 
in the city. Its major work has been the estab 
laboratory unit in the university, primarily for in 
causes and prevention of mule spinners’ cancer, . 
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BERLIN 
(From Our Regular Correspondent) 
Dec. 3, 1934. 
Research on Leukemia 

Since the essential nature of leukemia has appeared to be 
less in the increase in the leukocytes than in the tumor-like 
proliferations of the blood-forming organs, leukemia has been 
classified with the malignant tumors by some investigators. 
Leukemia has been considered a true tumor of the hematopoietic 
tissue, usually accompanied by a flooding of the blood stream 
with a large number of immature cells. Objections have been 
made to the interpretation of leukemia as a tumorous condition, 
but no agreement has been reached. Dr. Walter Biingeler of 
the pathologic institute in Danzig has attempted to produce 
experimentally in mammals, leukemia, aleukemic myelosis, 
lymphadenosis and lymphosarcoma. Bimngeler was able to 
demonstrate that the development of leukemia takes place accord- 
ing to the same laws as do malignant tumors, and, moreover, 
that the tissue metabolism of leukemic proliferations differs in 
no respect from the tissue metabolism of malignant growths. 
Disturbances in embryonal development are the first factors 
in the etiology of leukemia, and this is the case also in malig- 
nant growths; congenital leukemias have been described 
repeatedly. Then there are studies based on the regeneration 
theory. Fischer-Wasels in Frankfort-on-Main as well as 
Biingeler demonstrated that regenerative processes, which under 
normal conditions lead without exception to complete restora- 
tion, frequently become the seat of a tumor formation, if in 
the experimental animals a predisposition has been produced by 
the prolonged administration of tar or arsenic. This predis- 
position can be recognized by certain changes of the metabolism. 
The parenteral administration of indole produces similar meta- 
bolic changes as those resulting from the administration of tar 
and arsenic. In studies on indole, Bungeler observed peculiar 
organic changes on the hematopoietic tissue. A large number 
of the white mice die within the first eight weeks with the signs 
of poisoning, if they are subjected to intensive indole treatment ; 
in others, hemolytic anemias developed accompanied by a reduc- 
tion in the leukocytes and by hemorrhages and necroses in the 
bone marrow, in the spleen or in the liver. During the eighth 
month of the indole treatment, tumor-like proliferations of the 


whether, under the influence of the same treatment, one group 
of animals develops a tumor of the lymphatic tissues or a 
tumor of the myeloid tissue. However, the observation that the 
same experiments may result in leukemia or in lymphosarcoma 
justifies the conclusion that the two conditions are closely 
related. These experiments prove that leukemias, like other 
malignant tumors, may develop on the basis of regenerative 
processes. Accordingly the pathogenesis of this fatal disease 
is governed by the same laws as is that of other malignant 
tumors. Moreover, the leukemic proliferations have a metabo- 
lism which, with its greatly increased fermentation, resembles 
in all respects that of malignant growths. Biingeler concludes 
that leukemia is a malignant growth of the blood-forming 
apparatus. Lignac recently arrived at the same results by 
means of chronic poisoning with benzene. Indole is a com- 
pound that develops in the course of intestinal putrefaction. 
These studies are carried on with the support of the Lady- 
Tata Memorial Foundation. 


Silicic Acid in Blood of Patients with Silicosis 
In the Kaiser Wilhelm Institute in Dortmund and Minster 
(Westphalia), experiments on silicosis have been conducted for 
some time. They were discussed in Tue Journat, Feb. 10, 
1994, pese 471. Prof. Heinrich Kraut determined previously 
that the silicic acid content of the blood of normal persons 


A. M. 


amounts to from 1 to 3 per cent of the ash. The average value 
of the silicic anhydride in the blood ash of sixty persons was 
1.8 per cent. The limits were 1.5 and 2.1 per cent, respectively. 
Tests on seventy-nine patients with silicosis revealed that their 
blood ash nearly always had high silicic acid values, on the 
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namely, 


subsequent six-year periods, this increase partly subsides again, 


results of the examinations of miners who have worked on 
silica rock more than eighteen years, in whom the values closely 


of silicosis and also in those who already have a slight silicosis. 
The wide fluctuations prevent as yet the elimination of those 
who are in danger on the basis of the abnormal silicic acid 
values of their blood. 


The Psychiatric Examination of van der Lubbe 
Professor Bonhoefer, director of the psychiatric clinic of the 
University of Berlin, and his assistant Dr. Zutt, have published 
the testimony they rendered in the case of M. van der Lubbe. 
the incendiary of the Reichstag fire. They stress that, on the 
basis of the public trial, it was impossible to get a clear picture 
of van der Lubbe's mental condition, and this fact has favored 
the spread of phantastic rumors. For persons with psychiatric 
training it would have been unnecessary to refute the explana- 
tion that the behavior of the defendant was due to hypnosis and 
the administration of scopolamine; nevertheless, they examine 
these charges briefly and call attention to the absence of dilata- 
tion of the pupils and of all signs of a narcotic or hypnotic 
condition. The scientific value of the neuropsychiatric exami- 
nation would have been greater in case of a conclusive solu- 
tion of the case, which was not accomplished. But even with 
this limitation the psychiatric testimony is of interest. While 
the authors deny the existence of a disturbance of the conscious- 
ness when the deed was committed, this does not prove that 
van der Lubbe was normal. They consider him a psychopath 
who has to be considered accountable for his actions. His 
mutistic behavior during the trial is interpreted as a spite 
reaction. It was not an intentionally assumed attitude but 
rather a psychogenic-reactive state that can be compared to the 
obstinacy stupors of children. The outburst on the forty-second 
day of the trial, on which van der Lubbe talked for the first 
time of inner voices, was no surprise to the psychiatrists. It 
is interpreted as the expression of a prison reaction. However, 
the attitude of the defendant during the entire duration of the 
imprisonment, the affective inexorability and the consequent 


488 Joun. 1 
average 3.5 per cent of silicic anhydride. The values fluctuated 
between 2.4 and 4.5 per cent. Patients with silicosis thus have 
an increased silicic acid content of the blood; that is, dissolved 
silicic anhydride has been absorbed by the organism. To deter- 
mine the length of time a miner works on rock formations con- 
taining silicic acid before these chemical influences on the 
organism become manifest, the blood of 265 miners was tested 
for the silicic acid content in connection with the roentgeno- 
logic examination, to which they were subjected at regular 
intervals. The blood ash of these workers has about the same 
average silicic anhydride content as has that of other persons, 
1 per cent; but the upper and the lower limits are 
cons y farther apart (3.1 and 1 per cent). In workers 
without demonstrable silicotic changes, the upper and lower 
limits of the silicic acid content move farther apart within the 
first six years of time they have worked on silica rock, and in 
the following twelve years the movement is primarily upward. 
In workers who develop a slight silicosis within the first six 

. years, without becoming incapacitated, a great increase becomes 

noticeable, up to 3.8 per cent of silicic anhydride. In the two 

blood are eliminated from the group, because of severe silicosis. 

This is indicated not only by the comparison with the values of 

those silicosis patients no longer able to work but also by the 

approach once more the upper and lower limits in normal per- 

sons. This is the case particularly in workers without signs 7 

Organs develop m arge percemtage of tne 
animals. it on constitutional factors 
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contributory cause in the outburst on the forty-second 


1932 1933 
— number D 14 1 
otal number D 93.721 89,071 


In Region of 
1 v 

169,060 39,155 

861 13,746 
That reveals for Austria a reduction in births of more than 
70,000, or 40 per cent, and for Vienna alone more than 66 per 
cent (26,000) in twenty years. Whereas in Vienna the status 
of the population is kept at the same level only by immigration 
from the provinces—the death rate far exceeds the birth rate— 
there is still a slight excess of births in the provinces; but this 
will probably disappear within the next ten years if there is 
no noticeable change in the mortality. Ten years ago (1923) 
the number of deaths in Austria per thousand inhabitants was 
15.3, the births 22.5; that is, there was an excess of births 
i rate was 13.6, 


i excess of deaths over births of more than 6 per 
thousand inhabitants. The mortality is constantly decreasing. 


1923 1932 
˙ 29 26 26 
80 63 60 
— 132 137 131 
266 310 317 
Over 70 ear 246 324 338 
The death rate of nurslings is likewise constantly decreasing. 
Of 1,000 live births there died during the first year of life 
1923 1932 1933 
110 75 04 
Free 140 106 94 


The mortality rate of nurslings is satisfactory, since it is 
constantly decreasing. However, the growing reduction in the 
birth rate, as demonstrated above, is to be deplored. There is 


of the circulatory system take the first place, 15,966; then 


; then pneumonia, 7,383; then apoplexy, 5,838. 
Infectious diseases (with the exception of children's diseases) 


H 


2,853 and the homicides 198. Only 244 women died of puerperal 
sepsis. This number is rather small when it is considered that 
last five years there was not a single fatality due to smallpox, 
typhus and cholera, but diphtheria caused 990 fatalities, whoop- 
ing cough 


: 
i 


increases, relatively as well as absolutely. These two factors 
are now responsible for 20 per cent of all deaths, while twenty 
years ago they were responsible for only 12 per cent. 

Investigation of Methods of Irradiation of Carcinomas 


was given the fractional irradiations, a considerable decrease 
in the size of the tumor was noticeable, while the side to which 


ii 
3 


that the nature of the cells of the neoplasm as well as its 
reaction capacity to the x-rays is of great importance in the 
evaluation of a method of irradiation. However, many agreed 
that fractional irradiations are generally to be preferred. 
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moroseness, is an astounding performance, which is under- still a constant number (above 4 per cent) of births that take 
standable when it is considered that van der Lubbe was an place without trained helpers. This is explained by the con- 
extraordinary person. According to the psychiatrists, he was siderable number of women who live in forests and in the 
a confused fanatic with a mixture of craving for applause and mountains. The number of stillbirths likewise is about constant, 
self sacrifice, good-natured responsiveness and an attitude of on the average 2.5 per cent during the last ten years. The 
defiance. His average intelligence was not equal to his essen- number of illegitimate births likewise remains about the same, 
tially mental interests, but in spite of this he showed an about 26 per cent. 
astounding determination by steadfastly refusing to identify the As regards the causes of death, the diseases of the heart and 
accomplices he may have had. The expert in matters of arson a 
questioned the statements of van der Lubbe, and that may have follow malignant tumors, 11,249; then tuberculosis in all its 
that the psychopathically predisposed defendant cannot be con- 
— 
VIENNA 
(From Our Regular Correspondent) 
Dec. 10, 1934. 
The Birth and Death Rates 
The federal ministry for public health recently published a 
summary of the status of the population of Austria of the last [x On the whole, the children's diseases 
few years. The decrease in the birth rate has advanced further. caused a much greater number of fatalities during the previous 
Compared with the preceding year the numbers were as follows: year. Cholera infantum caused 526 (compared to 813) 
Abdominal typhoid caused 121 fatalities and dysentery 21. The 
reports of recent years show with increasing clarity that the 
mortality rate of cardiac and cerebral disorders steadily 
Thus the excess of births was reduced by 2,000. If one looks 
back twenty years, the falling birth rate is even more evident. 
There were born in the region of present-day Austria and in 
At a recent session of the Vienna Society for Roentgenology, 
Dr. A. Frank reported about his studies on the method of 
irradiation of large carcinomas consisting of pavement epithe- 
| lium. Half of the carcinoma was irradiated with one large dose 
(1,800 roentgens), while the other half was daily irradiated 
with a so-called fractional dose consisting of 200 roentgens 
until a total of 4,000 roentgens had been reached. The quality 
of the rays and the roentgen minute dose were the same. By 
the time 1,000 roentgens had been administered to the side that 
the single large dose had been applied showed no macroscopic 
the births only 15.1, an excess of 1.5, which doubtless will 
soon disappear. For Vienna, the figures are: 
1923 1933 
art es eee , observed that on the side to which the single, 
| & been applied the tumor was still partly in 
hile it had completely disappeared on the sie to 
There is a shifting of the average age at death into the higher Which the fractional doses had been applied. Histologic studies 
age groups. The population becomes older, as shown in the ‘evealed that on the side of the fractional irradiations the tumor 
following tabulation of 1,000 deaths, as to the age group: cells were destroyed by undergoing cornification and matura- 
tion, while on the side of the large dose a vacuolizing degenera- 
tion took place. Studies conducted in several other suitable 
cases led to the same results. In view of these observations, 
Dr. Frank formulated the thesis that the application of a single 
large dose leads to a less rapid disappearance of a tumor than 
the fractional irradiations. This factor is important when the 
danger of metastasis is considered, for it has been assumed 
erroneously that in case of fractional irradiation the danger of 
metastasis is greater. In the discussion it was pointed out 
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Mawr (Pa.) Hospital; aged 


delphia 


couver, B. C., Canada, Nov. 30, 1 


* MacKenzie to Miss Enid Howell, both of 


Cu ams Lee Anperson to Miss Frances Elizabeth Behnes, 
* 
Vancouver, C., Canada, Dec. 15, 1934. 


both of Jackson Heights, N. Y., Dec. 21, 1934. 
Moses Kann Rosensaum, Milwaukee, to Miss Pearl Fin- 


negan, in Chicago, Dec. 22, 1934. 


Samvuet E. Konn, Milwaukee, to Miss Rita Jane Goldman 


of Whitefish Bay, January 10. 


Tuomas Harvcrove to Miss Evelyn O'Leary, both of Mil- 


waukee, Dec. 29, 1934. 


Jacos Moscovicn to Miss M 


@ Westminster, Md.; Uni- 
edicine, Baltimore, 

of the American Medical ; 
the Federation of State side H 
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Benjamin Potow to Miss Buddy Wachstein, both of Newark, 
Joyce-T 
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since 1924 secretary and treasurer of the state board of medical 
Marriages examiners; in 1930 president of the Medical and Chirurgical 
aged 59; died, January 25, in the University Hospital, Balti- 
streptococcic osteomyelitis of the femur. 
Brown Piper @ Philadelphia; University of Penn- 
of Medicine, Philadelphia, 1911; professor of 
his alma mater and the graduate school of medi- 
of the American Gynecological Society; fellow 
merican College of Surgeons; served during the World 
War ; obstetrician to the Pennsylvania Hospital and Hospital 
of the University of Per plogist to the Phila- 
—— ͥ ͤͥꝓ—DP General Hospit bstetrician to the Bryn 
Lawrence M. Cut, Newton, N. C., to Miss Macel 
Ratchford, January 4. 
1910 member and heart disease. 


: Thomas Melcher Meisenheimer, Charlotte, N. C.: Med- 
V.; Columbia Uni- ical College of the State of South Carolina, Charleston, 1925; 
„ New York, 1905; member of the Medical Society of the State of North Carolina; 
oe of the — 4 County Medical Society; presi- aged 37; died, January 4, in New Charlotte Sanatorium, of 
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Andrew Poynton, Chicago; Niagara U 
edical Department, Buffalo, 1891; on ‘the 


cerebral arteriosclerosis and subacute coronary throm- 


John Harvey Graff, Perryville, M 
and Surgery, 1916; 1 World 
for man years connected with the ic Health Ser- 
Facility, Jefferson Barracks, following a thyroidectomy. 


iE 
17 
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sta 
the Toronto General Hospital and the Hospital for Sick Chil- , * . 
dren: 69: was found dead, slumped over. the steering Joseph Albertus Hedding, Minneapolis; Minneapolis Col- 
* his automobile, Dec. 7, 1934, of heart disease. . 0 
Oscar Simon Hornick, Brooklyn: University and Bellevue onl g 
Hospital Medical College, New York, 1928; member of 
edical Society of the State of New York; 34; on J 
sa of the Israel Zion Hospital where he January 7, 
osteomyelitis the jaw cerebral abscess. 
Edward Smith Winslow, Harwich Port, Mass.; Dart 1934, in the Community Hospital, East Tallassee. 
mouth Medical School, Hanover, N. H., 1892; member 
Massac assachusetts Medical Society ; served. i ; 
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: Goodland, Kan. of - 
1934, of cerebral hemorrhage. sae sicians and Surgeons of Chi School of M oa. 
H Mace, Peckskill, N. V.; University of University of Illinois, 1902; 57; died, January 19, of angina 
ay. 4 pectoris and coronary thrombosis. 
staff of the Peekskill Hospital, where he died, January 6, of Hospital’ Medical Cate 2, 1899; member of the’ Med- 
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Jacob William Holderman, Duluth, Minn.; Rush Medical Henry — Edmonds, Kilmarnock, Va.; —— of 
* Chicago, 1918; member of the Minnesota State Med- Maryland School of Medicine, Baltimore, 1887; member of the 
ical Association; formerly resident in laryngology and otology Medical Society of Virginia; past president of the Northern 
at his alma mater; on the staffs of St. Mary's and St. Luke’s Neck Medical Society; aged 68; died, Dec. 13, 1934, of cerebral 
hospitals; aged 44; died suddenly, January 22, of coronary hemorrhage. 
died, Dec. 22, 1934, aderbilt Univer- 
sclerosis. 892; member of 

Charles Egbert resident of the 
cians and Surgec od 70; died, Dec. 

Beverley Z. Milner, Toronto, Ont., Canada; Trinity Medi- 
died, Dec. 28, 1934, of cerebral hemorrhage. im a gas explosion im the basem ot his home. 

James M. Shields @ Seymour, Ind.: Kentucky School of John Aulde, Philadelphia; Jefferson Medical College of 
Medicine, Louisville, 1881; president of the Jackson County Philadelphia, 1882; formerly demonstrator of physical diag- 
Medical Society; formerly mayor of Seymour; formerly on nosis and clinical medicine, Medico-Chirurgical College of 
the staff of the Schneck Memorial Hospital; aged 75; died Philadelphia; aged 88; died, Dec. 23, 1934. : 
suddenly, Nov. 30, 1934, in New York. Clarence C. Spicher @ Johnstown, Pa.; Baltimore Medical 
John Howard Wyman, Medway, Mass.; Harvard Univer- College, 1903; aged 62; chief on the medical service of the 
sity Medical School, Boston, 1906; served during the World Conemaugh Valley Memorial Hospital, 1921-1934, where he 
War; medical examiner of Norfolk County; aged 55; on the died, January 1, of heart disease. 

Wilton McCarthy, Des Moines, lowa; Drake University ry 14 ymphat — — — nae = 
Medical Department, Des Moines, 1894; member of the Western ay — = ‘ , 
Surgical Association ; fellow of the American College of Sur- (Herr Alexander — Denver; Denver Homeopathic 
geons ; formerly professor of clinical surgery at his alma mater; lege, KX 64; died, Dec. 11, 1934, in the Denver 

Charles Lincoln Mohn, Jersey Shore, Pa.; College of * a 
Physicians and Surgeons, Baltimore, 1885; member of the Rankin Robert Lowery, 3 Ga,: Atlanta Medical 
Medical Society of the State of Pennsylvania; for many years College, 1916; served —7 the World War; aged 43; died, 
on the staff of the 42 Shore Hospital; aged 70; died, Dec. Dec. 23. 1934, in Veterans’ Administration Facility, of epidemic 
19, 1934, of heart disease. by 

Benjamin Franklin McMillan, Red Springs, N. C.; Uni- rederi luhne, Kingston, N. V.; University ermont 
versity of Maryland School of Medicine, Baltimore, 1882; College of Medicine, Burlington, 1884; for many years member 
member of the Medical Society of the State of North Carolina; oi the board of health of Kingston; aged 78; died, January 4, of 
formerly member of the state legislature; aged 81; died, Janu- chronic arteriosclerosis. 

Peter Alfred San Francisco; Medical Medica e, Atlanta, 1891; member of th ical Asso- 
College, San Francisco, 1804; at one time me Th aw of the ciation of the State of Alabama; aged 73; died, Dec. 9, 1934, 
San Francisco County Hospital; aged 87; died, Dec. 15, 1934, acute nephritis. 
in the Alameda (Calif.) Sanatorium on the South Shore, oi Daniel A. Wilson Sr., Norristown, Pa.; Hahnemann 

Alvin Barney Eberhart, Mc Ga.; Emory Uni- during ‘orld War; ag ; di . 22, 1934, of cere- 

„ versity School of Medicine. Atlanta, 1922; member of the ral hemorrhage. 
Medical Association of Georgia; served during the World War ; Reginald James Peer, Bangor, Maine; University of 
aged 44; died, Dec. 28, 1934, of gastric hemorrhage resulting Toronto Faculty of Medicine, Toronto, Ont., Canada, 1930; 
from carcinoma. aged 29; died, Nov. 12, 1934, of morphine sulphate poisoning, 

Frank Eli Hurrle, Little Rock, Ark.; University of elf administered. 

Arkansas School of Medicine, Little Rock, 1911; also a 1 Eliery Newell Peck @ Boonton, N. J.; Cornell University 
cist; member of the Arkansas Medical Society; aged 53; died, Medical College, New York, 1904; served during the World 
January 14, in a local hospital of injuries received in an auto- War; aged 55; died, Dec. 20, 1934, in the Deaconess Hospital, 
mobile accident. : Brookline, Mass. 


of Top 


nessee Medical ashville, 1899; member of the 
Patrick H. O; Connor Minn,; Kansas City (Mo) 
Hahnemann Medical 
State Medical aged ig 25 1934, 


pneumonia 

Irving 8. Freeman, Rocky, Okla.; Fort Worth School of 
Medicine, Medical Department of Texas Christian University, 
1913; aged 49; died, Dec. 27, 1934, in Tulsa, of broncho- 


pneumonia. 

Henry Lee Yoder @ Morton, III.: Missouri Medical College, 
St. Louis, 1899; aged 62; died, Nov. 21, 1934, in the John C. 
Proctor Hospital, Peoria, of prostatic obstruction and pyo- 


— St. Clair, Pa.; Jefferson 
of Philadelphia, 896; member of the M cial e 
the State of Pennsylvania; aged 61; 

Isaiah Thomas Harbour, Cowlington, Kentucky 
School of Medicine, Louisville, I. 1 dict, 
11, in Fort Smith, Ark., of adenocarcinoma of the 

ownsend, Mont. ; 


lartha Louise Dedrick Bayles, I 
septicemia. 


died January 6, in St. John’s Hospital, Helena, of 
Sawyer McArthur, Ohio; Medical 
— — Ohio Medical iati 
eed Geta the World War; aged 69 Nov 15, 1934 


T. Dercum, 
ot Philadelphia. 
staff of Woman's Hospital: — died, 1934. 


Medical College, New Y 1893 68; 

in his automobile, January heey <4 i . 

Irving Cyrus Blaisdell, Wilmore, ; Bellevue 1 

Medical College, New York, 1871; ag 2 died, Dec. 12, 1934, 
decompensation — 


of cardiac 

ulane University of 
2 aged 65: 
renal disease. 


William Frederich Marten, Ferguson, Mo.; 


Hahnemann 
Decl, 104 of wound 1903; aged 46; died, 
Dec. 31, 1934, of a self-i eee are 


1958; died suddenly, Dec. 27 
Scranton State 
get 72; died, 8, 


A. Melvin, Baltimore; University of 
school ot Medicine, Baltimore 1 died, Dec. 6. 


Ern aged 91; died, 
Nov. 11, 1934, of cerebral 

ohn P. Williams, Chicago Medical 
1b. died, Nov. 11, 1934, 
arteriosc is and chronic nephritis. 2 

Augustus F. Kempton ® 1 efferson Medical 
College of Philadelphia, 1880; aged 79 mn 
Ventnor, N. J., of chronic nephritis. 

John Patrick Mulrenan © Phi : ween 
Pennsylvania School of Medicine, Ph 
died, January 5, of heart disease. 

Samuel Lewis Wilkinson @ Belen, N. M feo 


Arkansas School of Medicine, Little Rock, 1007; aged 54; died, 
Dec. 30, 1934, of angina pectoris. 


DEATHS 


McKenna, Onconta, N. 
of crmont Calle of Medic, 1887; aged ; 
died, January 13, of nephritis. 


Industrial U 
‘Rock, 1886: aged 85; Sea, 


of 
George Blatchford, Clinton, 8 University of Mich- 
School, 1884; aged 87; died, Janu- 


ohn —— Toronto, Ont., Canada; University of 
142 — of Medicine, 1906; M. R. C. S., England, 1907 ; 
aged 59; died, Nov. 22, 1934. 

William Scholes Kimmell, Uniontown, Medico- 
Chirurgical College of Philadelphia, 1901 ; ah ‘died, Nov. 
21, 1934, of paralysis agitans. 

David Heist Wentz, Philadelphia; University of 22 
vania School of Med — — 1883, aged 76 
Dec. 27, 1934, of pneumonia. 

A. Marshall ie, La.; Tulane University of 
aged 61; died, Dec. 13, 1934. 

Frank Busby In.; Keokuk (Iowa 
College, 1893; aged 63 died, Dee ary Hos- 
Kenic Towa, lowa, lon aged 74: 8 
31, 1934, of arterioscler 

Maurice R. Per — Chines of Medi- 
— 1 psn aged 43; died, January 21, of hydro- 
nephrosis and myocarditis. 


David A. M 


Hospital Medical College, 1889; aged 78; OBS died’ New 16.7885 
of cerebral hemorrhage. 


Lewis Augustus — Va.; Medical 
College of Ohio, Cincinnati, 1891; aged 70; died, Dec. 27, 1934, 


of Toronto of Medicine, aged 41; died, Nov. 1 
1934, of heart disease. 
Henry John Plenz, $ 
Medical „Chicago, 1910; aged 46; died, January 14, of 


Thomas P. W. Brooks, Ala.; Georgia Col- 


N. C.; Leonard 


1895; aged 70; died, Dec. 10, 
Hospital. 

_ Napoleon Wagner, Denver St. Louis of 
ciams cians and S need ov 
— 1 211 

Geoff Toronto, Ont., Canada; University of 
> 

James Archibald Hamilton, Winnipeg, Manit., Canada: 
Manitoba Medical College, Winnipeg, 1904; died, Dec. 26, 1934. 


Dennis P. Russell, Chicago; Rush Medical Col 
cago, 1890; aged 74: died, January 15, of cirrhosis of 
Thomas Nathan Eblen, Orme, Tenn. ; Chattanooga (Tenn) 
Medical College, 1899; aged 62; died, January 5, of pneumonia. 
Robert 8. Medearis, North Little Mogg y Ark. (licensed 
8. 1934. 

G. Chessher, F 


(Tenn.) Medi- 
College, 1901; aged 


ox. J7. 1 


— 160 493 

Gustave Julius Dierkes 5 Winona, Minn.; John A. mm 

Creighton Medical College, Omaha, 1917; on the staff of the 

Winona General Hospital; aged 43; died, Dec. 9,.1934, of 

— — 

of the State of Pennsylvania; aged 80; died, Dec. 9, 1934. 

1 my Dennis, Albuquerque, N. M.; Howard University 

lege of Medicine, Washington, 1906; aged 52; died, Dec. 23, 

1934, of bronchopneumonia following a prostatectomy. 

Frank Van Rensselaer Phe New York; Bellevue Hos- — 
ied, Dec. 15, 1934. 
Manassa Thomas Pope, Raleigh, rr «Medical 
School, Raleigh, 1886; died, Nov. 13, 1934, of strangulated 
hernia and cystitis. 
John Henry Watson, Toronto, Ont., Canada; Victoria 
University Medical Department, Coburg, 1869; aged 87; died, 
Nov. 16, 1934. 
William Oscar Sauermann @ Houston, Texas; University 
of Michigan Medical School, Ann Arbor, 1893; aged 67; died, 
Nov. 26, 1934. 
Simon Cameron Bowes, Canonsburg, Pa.; Western Penn- 
sylvania Medical College, Pittsburgh, 1893; aged 70; died, 
Dec. 17, 1934. 
Everett A. Wood, Los Angeles; Keokuk Medical College, 

— Kelly Moeur, Tempe, Ariz.; University of Illinois 

C of Medicine, Chicago, 1928; aged 37; died. Nov. 30, 

1934, in St. Joseph's Hospital, Phoenix. 
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HEART DISEASE 
Mrs. A., aged 27, 
history is negative ex 
reated subsequently by 
. Several weeks afte 
ing a subacute throat 
iac collapse, characterized 
then under my care, but 
tion (about nine months 
od cultures and throat 
lidism, continued asthens 
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EX AMINATION 


Medical Examinations and Licensure 


COMING EXAMINATIONS 
Ats: Juneau, March $. Sec., Dr. W. W. Council, 
American Boaap of Dremarotocy ab 
(Group B candidates). The e be held 
the country, A I A oe Coon 
2 New York, June 10. C. Guy Lane, 


Amenicas or Written (Goose 
ca 


close Feb. 
lists close Ma . Dr. Paul Titus, 1015 Highland ‘Bl 
ne 10. ys prior 
date mination’ ‘Sec, Dr. William k. Wilder, 1: Michigan 
New York, June 8. Sec, 
. Omaha. 
American Besse or Atlantic City, X. 80. 10, and 
Nov. See., Dr. C. A. Aldrich, 723 In. 
Anizoxa: T1 1 cience. Tucson, March 19 1 Robert I. 
Science — Lae Arizona, Tucson. 
arch 1 Sec., Charles 
Hartford, 12-13. Endorsement. 


Thomas P. Murdock, 147 W. Main 
ik Sec., Dr. J. H. Evans, 1 


Awenicax or OTOLARYNGOLOGY: 
Dr. W. Medical Arts 


be are or more 
13-15. Sec., Mr. Everett S. Elwood, 225 S. 15th 


Concord, March 14-15. Sec., Board of Registration 
. Charles Duncan, State House, Concord. 
Oklahoma City, March 12-13. Sec., Dr. J. M. Byrum, 


Potato Rico: San Juan, March 3. Act. Sec., Dr. Ramon M. 
Suarez, Box 536, San Juan. 

Veewont: 2 Feb. 13-15. Sec., Board of Medical Regis- 
tration, Dr. W. Scott Nay, Underhill. 
a Visi: . March 18 State Health Commissioner, 
Wisconsix: Basic Science. “Madison, March 16. Sec., Prof. 
Robert N . Bauer, 3414 W. Wisconsin Ave., Milwaukee. 


— Feh 
St., Phi 
New Hawrsnier: 
in Medicine, Dr 
Out anon: 
Mammoth 


Vear Per 

WwW U School of Medicine (1933) 85.8 

83] 2832 
School LICENSED BY RECIPROCITY pf 

School of — of Division of the Biological 

University of (1932) Illinois 

Louis University School Medicine (1926) Utah 

Univer of Te of Tennessee of Medicine........ (1915) Oklahoma 

niversity College of Medicine (193 Texas 


to pass. Twelve were examined, 10 of whom passed 
and 2 failed. The following schools were represented: 

School . 
Georgetown U School of Medicine.......... (1934) 84," 89° 
Keston Uni of Medicine (1932) 82.1, 

(1934) 82,* 84.7* 

Tufts College Medi 
Hahnemann — Collese and ital of Philadelphia (1934 

Temple University School of Medicine............... (1933) 214 
9 of Toronto Faculty of Medicine (1933) — 
10 7— de Lisboa Facuklade de Medicina....... (1932) 72 


AND LICENSURE 


Illinois October Examination 

Mr. Eugene R. Schwartz, superintendent of registration, 
Illinois Department of Registration and Education, reports the 
written and oral examination held in Chicago, Oct. 16-18, 1934. 
The examination covered 10 subjects and included 100 questions. 
An average of 75 per cent was required to _ Sixty-five 
candidates were examined, 62 of whom passed and 3 failed. The 
following schools were represented: 


School &. 
Chicago ̃ cb (1934) 9. 
78.“ 78, 81. 86 
: 1 School of Medicine (1934) 77. 
N (1925) #1, 
(1934) 81. 82 84,“ 54.5 4. 84, 85.“ 85, 
ush Medical D (1930) 77. 
. 1 (1934) 79, 79, 82,“ 2, 83, 83, 83, 84. 
Sch. of of Sea, of the Division of the Biological Sciences (1933) 78 
Universit Medicine. ........... (1934) 78,* 
78, 80, A.“ 84, 88,“ 85." #5, 85, 86.“ 
1 School (1921) 82 
Harvard Medical School............... a5 
mann M 
University of Manitoba Faculty of Medicine 77° 
W — — 
Medizinische 
Fakultat, Breslau, Prussia, Germany............... (1927) 797 
FAILED Year 
Chicago Medical School (1932), 3 2 
— — 1 


were 
PASSED 
University Medical School............. (1928) Wisconsin, 
(1930)* Arizona, Texas 
University of Minois C of Medicine............ (1933)° Missouri 
State University of lowa of Medicine........ (19. lowa 
University of isville of ae a 1 Kentucky 
Detroit Col of Medicine Surgery... .......... 92283 
Univ. of Dept. Medicine and gery. .(1914)* Michigan 
University of Minnesota Medical School... .(1 27),* (1934) Minnesota 
ashin Univ. School of Ned. (18% (1932) „ (1933, 2) Missour 
University of Nebraska Col of Medicine. .(1933),* (1933) Nebraska 
University of Cincinnati of Medicine (1938 Ohio 
Medical ( ia. (1926)* Ohio 
‘niversity of Tennessee College of Medicine (1931)* Tennessee 
Medical (1933) Virginia 
— 117 of Wisconsin Medical Schow!..... (1928), (1930)° Wisconsin 
University Faculty of Medicine (1928) Maryland 
— Passe 
Medical Scheel. 0 N. B. M. Ex. 
Rush 4 (i933); 182% NK. B. N. Ex. 
University of IMinois College of Medicine N. B. M. Ex. 
jefferson Medical College of Phi as (1917)N. B. M. Ex. 
University of Pennsylvania School of Medicine. ..... (1928)*N. B. M. Ex. 
* License payment of 


Hawaii October Examination 
Dr. James A. Morgan, secretary, Board of Medical Examiners, 
reports the oral and written examination held in Honolulu, 
Oct. 8-11, 1934. 5 The examination covered 10 subjects and 


ive 
and 3 failed. Three physicians were licensed by 
after an oral examination. The following schools were repre- 
sented : 


School PASSED 
Northwestern University (1934) 84* 
Jefferson Medical College of Philadelphia............ (1934) sit 

School Grok Cant 
Loyola University School of Medicine 1934) 77 
Ww University School of Medicine (1932) a 
U of Oregon Medical School (1934) 01 

School LICENSED BY ENDORSEMEXT n 
College of (1934, 2) M. 

3 University Medical Schell! (1932) N. B. M. Ex 

* This applicant has received an M. B. an 
M.D. degree and Hawaii license 


t Lic wi 
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Writters 
rious cites 
R candi- 
R 
United States and Canada, March 23. Final oval and clinical examina- 
tion (Group A and Group B candidates). Atlantic City, X. L. June 
rt 
Muse: 4 Sec., Board of Registration of Medi- 
cine, Dr. Adam P. Jr., 192 State St., Portland. 
Massacnusetts: Boston, March 12-14. Sec., Board of Registration 
in Medicine, Dr. Stephen Rushmore, 144 State House, Boston. 
Nationat Beagg or Mepicat Exauinens: Parts | and The 
4 Arisona October Report 
Dr. J. H. Patterson, secretary, Arizona State Board of Medi- 
cal Examiners, reports the written examination held in Phoenix, 
Oct. 2-3, 1934. The examination covered 10 subjects and 
included 100 questions. An average of 75 per cent was required 
to pass. Two candidates were examined, both of whom passed. 
Four physicians were licensed by reciprocity. The following 
schools were ed: 
erification of graduation in process. 
Rhode Island October Examination average per was 
Dr. Lester A. Round, director, Rhode Island Public Health 
Commission, reports the written examination held in Providence, 
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AMERICAN 


only from them. 
Titles marked with an asterisk () are abstracted below. 


American Journal of Anatomy, Philadelphia 


SG: 343-528 (Nov. 15) 1934 


Anterior Hyrophysie of Rabbit During 


Genesis of Fossa of Allen and Associated Structures. A. W. Meyer, 
San Francisco.—p. 469. 
of Patent Foramen Ovale Whites 


Cordis in Adult 
G. A. Seib, St. Lowis.—p. $11. 


of Public Health, New York 
24: 1197-1284 (Dec.) 1934 
Poliomyelitis in California. J. D. Dunshee and 
I. M. Stevens, San Francisco.—p. 1197. 
SS on J. IL. Pomeroy and G. H. Roth, Los Angeles 


; Poliomyelitis in California, 1934. J. P. Leake, E. T. 


The 1934 ; of California. G. M 
Angeles. p. 1213 
*Use of Serum and Findings in the 
34 is F. Kessel, A. S. Hoyt and R. T 
Fisk, Los Angeles.—p. 1215 
Orthopedic Aspect of the County 1934 Poliomyelitis Epi- 
demic, T. M. Hart and J. V. Luck, Los Angeles.—p. 1224. 
Poliomyelitis in San Francisca. EK. R. Shaw and H. E. Thelander, 
San Francisco.—p. 1 
p. 1234, 
Diseases Among 
Contacts. F. I. Kelly and Eleanor Reite, Berkeley, Calif.— 


This was especially apparent among hospital 


serum. Convalescent pooled serum was no more effective when 
given therapeutically than normal pooled serum. A small pro- 
portion of the patients reported serum reactions, ranging from 
a mild to a severe type of serum sickness. A high 
of those who ted positive serum 
to skin sensitivity tests with human serum. 


no white cells, 38 per cent from 1 to 9 cells, and 35 per cent 
10 or more cells, Of those showing more than 10 cells, 50 per 


CURRENT MEDICAL LITERATURE 


Journal of Surgery, New York 


on Thyroid 
in Treatment of Goiter. K. Goetsch, Brooklyn.—p. 417. 


Subphrenic (Subdiaphragmatic) Abscess. I. M. Bogart, Flint, Mich. 
—p. 467. 
Infusion A. H. 
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cent gave a positive colloidal benzoin reaction. Attempts to 
ee inoculate monkeys with virus from eleven necropsy cases have 
given positive results in five. The virus appears to possess an 
antigenic relationship to the M. V. strain, since monkeys that 
recovered from inoculation with the California strain are resis- 
The Association library lends periodicals to Fellows of the Association tant to subsequent inoculation with the M. V. strain. 
and to individual subscribers to Tue Jouagnat in continental United 
States and Canada for a period of three days. Periodicals are available A merican 
from 1925 to date. Requests for issues of earlier date cannot be filled. ⁊̃˖ 
Requests should be accompanied by stamps to cover postage (6 cents 2G: 415-612 (Dec.) 1934 
if one and 12 cents if two perrodicals are requested). Periodicals Studies nt a 
Upper Urinary T ri N » & 
the property of authors aud can be obtained for permanent possession ＋ . Raker, —1—— amg ga J. S. Lewis Jr. and 
Intestinal Obstruction. R. Elman, St. Louis p. 438. 
——-„V—- 
Minn., and Frances R. Vanzant, Minneapolis.—p. 447. 
ee The Isciedeikon Liver Function Test as an Index of Postoperative 
Some Features of Cleavage in Living Egg of the Rat. Elizabeth — in Cholecystectomy. C. W. Cutler, Jr. New Vork 
snd Unusual Complication with Levine Tube. P. W. Gresiey, 
p. 
New Formation of Arteriovenous Anastomoses in Rabbit's Ear. K. R. 
Clark and Eleanor Linton Clark, Philadelphia p. 407. 
. New York.—p. 479. 
406. 
Surgical Conditions of Knee Joint. M. S. Henderson, Rochester, Minn. 
and American Negroes. —p. 499. 
Air Cushion Reduction of Incomplete Vertebral Fracture Dislocations, 
p. 
Evipal Sedium: Short Intravenous Anesthesia. E. M. Livingston, 
S. Emy and M. Lieber, New York.—p. 516. 
Clinical Results from Use of New and Superior Antiseptic Solution. 
W. I. Secor, Kerrvilleon-the-Guadalupe, Texas.—p. 522. 
Ideals in Rhinoplastic Surgery. W. W. Carter, New York.—p. 524. 
Danger of Sudden Deflation of Acutely Distended 
The 1934 Epidemic of Poliomyelitis in Los Angeles: Preliminary Report Intestine.Elman made a few clinical and experimental obser- 
on Pathologic Changes in the Nervous System. R. Van Wart, C. 1 hich est that . oms and death 
Courville and E. M. Hall, Los Angeles.—p. 1207. vations which sugs 
Clinical Features of Poliomyelitis in Los Angeles. A. G. Bower, k. W. be caused by sudden decrease of the high intra-intestinal pres- 
Meals, Mary Bigler. J. Ewing and V. Hauser, Los Angeles.—p. 1210. sure present in the distended intestine in certain late cases of 
low intestinal obstruction. That the unfavorable result is 
directly connected with the coincident release of the intra- 
intestinal pressure seems to be suggested from the evidence. 
The lethal outcome that may occur after surgical deflation of a 
tense obstructed intestine must be due either to the operation 
itself (anesthesia, surgical shock) or to some untoward result 
p. 1240. 
Silicosis: Study of One Hundred and Six Pottery Workers. P. A. 
Quaintance, Los Angeles.—p. 1244. 
Salmon Inspection. R. W. Clough and E. D. Clark, Seattle.—p. 1252. 
The Los Angeles Poliomyelitis Epidemic.—Kessel and 
his associates state that the mortality rate of the 1934 polio- 
myelitis epidemic in Los Angeles has been exceptionally low in 
and the amount of residual paralysis less than usual. The and 
proportion of adults infected has been higher than is common. 
An exceptionally high rate of communicability has been noted. ' 
UU County Hospital, in 
of whom 11.9 per cent developed poliomyelitis. Certain pre- 6 
liminary observations from the laboratory during this epidemic m 
are as follows: Employees receiving convalescent pooled and pf 
normal pooled poliomyelitis serum as a prophylactic measure dep 
demonstrated no less degree of susceptibility than employees W 
working under similar conditions who received no serum. There be 
present between content and Circulation.” provides 
that is, that the pressure is not great enough to 
through the entire intestinal wall into the peritoneal cavity. 
Of polomyci es demo a (iat of per cen wea According to this idea, then, the intestinal distention for a 
time at least acts as a protection against absorption of toxins 
or bacteria. Now, whenever the intra-intestinal pressure falls 
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In chronic sinusitis the headache is more diffuse and often 


pain may be a dull ache or may be neuralgic. 
pope ie sinusitis the patient may have no pain to warn him 

of infection. In fact, pain is often not present in chronic cases. 
In acute frontal sinusitis, headache is the most constant symp- 
tom. Acute ethmoid sinusitis can cause pain that is difficult 
to distinguish from that due to frontal sinusitis. The pain 
may be a dull pressure or an intense headache. Involvement 
of the anterior cells causes dull pain between the eyes at the 
root of the nese. Burning in the eyes, lacrimation and increase 
of pain when the eyes are used for long periods are typical. 
The pain is steady, without severe exacerbations. When 


Florida Medical Journal, Jacksonville 
21: 179-224 (Nov.) 1934 


Surgical Treatment of Pulmonary Tuberculosis. K. A. Morris, Jack- 
sonville.—p. 189. 
Intestinal Obstruction, Statistical Study. J. S. Stewart Jr., Miami. 


p. 194, 
The Mentally In Citizen: His Care, Especially as Applied to Florida. 
Beverley R. Tucker, Richmond, Va.—p. 197. 


Iowa State Medical Society Journal, Des Moines 


24: 603-654 (Dec.) 1934 


rinary Findings in Nephritis. F. F. McNamara, 


Promotion of Immunization by the State Department of Health. J. M. 
Kinnaman. Des Meines p. 618. 


p. 624. 
E. L. Wurtzer, Clear Lake. 
Case. A. H. Quin Jr., Des Meines . 627. 


Marmurs. 


CURRENT MEDICAL LITERATURE 


Johns Hopkins Hospital Bulletin, Baltimore 


SS: 295-360 (Nov.) 1934 


Physiology of Parathyroid Glands: VII. Some 
of Normal Human Kidneys and Blood to Intravenous 
Extract. . and J. E. H —p. 296. 
Calcium : X. Effect of Variation of Calcium, 
and of Vitamin D in Diet on Iron ion in Rats. 
D. H. Shelling and H. W. Josephs, Baltimore.—p. 309. 
Id.: XI. lactic and Curative Doses of Standardized 


Viesterol on Human Tissues: Necropsy Report on Thirteen Cases 
Showing No Tissue | D. H. I. Shelling and Deborah A. Jackson, 


Baltimore.—p. 3235. 
Poisoning: Report of Case in Child with Extensive Peripheral 
Neuritis. I. C. Goodwin, Raltimore p. 347. 


Journal of Bacteriology, Baltimore 


2B: 433-540 (Nov.) 1934 


in Acidophilus at Room and Icebox Tem- 

peratures. Lenore M. Kopeloff, J. L. Etchells and N. Kopeloff, New 
Vork. — p. 489. 

a og ee J. E. Weiss and L. F. Rettger, New Haven, 


Pico Antigenicity of Variant of Proteus X19. H. Weich, Hartford, 
Comm., and A. K. Poole, New Haven, Conn. — p. 323. 


Journal of Medicine, New York 


@@: 661-806 (Dec. 1) 1934 


—— of Game (the 
Within 
+ Beard, New York.—p. 701. 


Journal of Immunology, Baltimore 
27: 515-590 (Dec.) 1934 


*Fatal Pseudo-Anaphylaxis by J 1 
Substances. P. E. Steiner, 

Studies of Puerperal Infection: IV. Effect of Preg- 
nancy on Hemolytic and i Activity of Blood Serum. 
C. C. Terrance, Albany, N. ¥.—p. 531 

inst Typhoid Fever with Heterobacterigen. C. Suzuki 
and K. Sugio, Formosa, Japan.—p. 539. 
Comparison i Rabbits with Those in Man. W. C. 


ova. A. M. A. 
508 Jous. A.M. A. 
Mechanism of Anemia in Infancy: Physiologic Anemia. H. W. Josephs, 
er parietal headache, which is increased by using the eyes. OO 
Pain is most often present along the first, and at times the = Enrymes of Bacteria and Bacterial Metabolism. A. I. Virtanen, 
maxillary, division of the nerve, causing pain in the face, which Helsinki, Finland.—p. 447. 
may be confused with that of an antral lesion or tic douloureux. 1 Status 1 — of Sugar — C. Neuberg and 
In acute sphenoid sinusitis the pain may be an intense sensation 8 Physiologic Cha 
of pressure deep in the head, in the posterior half of the head Hitchner, Madison, Wis.—p. 473. ) 
or behind the cyeball, over the vertex, just behind the mastoid Capsules in Young Cultures of Streptococcus Haemolyticus. C. V. 
process and even in the middle car. The pain in chronic Seastone. Boston.—p._ 481. 
sphenoid sinusitis is unreliable. Most often it is a feeling of 
pressure and fulness deep in the head and occipital region, 
with sometimes stiffness of the neck. Pain in the vertex or 
temple is frequently present. 
Arch. of Physical Therapy, X-Ray, Radium, Chicago 
Fortification of Min with Vitamin D. J. M. Shrader, Baltimore — — — 
: , . Hemorrhages in Skin Lesions of Guinea-Pigs Following Intravascular 
2 — Injection of Toxins (Shwartzman Phenomenon). J. Freund, New 
_" York.—p. 661. 
1 1 — Medicine. ¥. T. W ury, Pough- Hemorrhages in Tuberculous age at * Injection of Irri- 
: : tants Following Intravascular In‘ections of Injurious Substances 
1 2 1— Paresis by Electropyrexia. R. H. Kuhns, Elgin, (Shwart 1 Fr , New York.—p. 669. 
Value of Electrocardiograph in Cardiac Disease. L. E. Cooley, Dubuque, Comparison of Hematocytologic Constitution of Male and Female Rabbits. 
Treatment of Hemipiegia. A. A. Martucci, S. B. Hadden and B. irus Induced Mammalian 
McGlone, Philadelphia p. 734. Shope Rabbit Papilloma V 
Favorable Hosts. P. R 1 
Id.: II. Experimental 
Colorado Medicine, Denver Considerations: Phenomena of Retrogression. J. W. Beard and 
* — Simulating Surgical Abdomen. W. H. Mast, Gunnison. Rous and J. W. Beard, New Vork. p. 741. 
Réle of Ophthalmoscope in General Practice. R. W. Danielson, Denver. 1 of * of Poliomyelitis. M. Theiler and J. H. Baver, 
— p. 433. New Y — p. 767. 
2 Problem of Significance of Inclusion Bodies Found in Salivary Glands 
of Infants, and Occurrence of Inclusion Bodies in Submasxillary 
Wilmington Glands of Hamsters, White Mice and Wild Rats (Peiping). Ann G. 
Kuttner and S.-H. Wang, Peiping, China.—p. 773. 
Acquired External Fecal Fistulas Involving Anterior or Lateral 
Abdominal Wall. A. P. Heinick, Chicago.—p. 247. 
Acute Coronary Thrombosis. ©. S. Allen, Wilmington.—-p. 252. 
Diagnostic Pointers in Cardiology. E. Podolsky, Brooklyn.—p. 258. 
ee Boyd and D. Feldman, Boston.——p. 547. 
Formaldehyde and Serum Proteins: Their Immunologic Characteristics. 
ee F. I. Horsfall Jr., Boston.—p. 553. 
Formaldehyde Hypersensitiveness: Experimental Study. F. L. Horsfall 
Some Causes of Professional Unrest. R. G. Leland, Chicago.—p. 603. J., Bosten.—p. 569. 
Value of Resection of Presacral Nerve. W. D. Abbott, Des Moines. Pseudo-Anaphylazis Following Injection of Benzene. 
p. 607. —Steiner produced fatal pseudo-anaphylactic shock in guinea- 
Borderline Psychoses: Problem in Differential Diagnosis. W. Malamud, * 1 1 
lowa City.—p. 610. pigs and other species by repeated intramuscular injection of 
Significance of UD =O obenzene and related chemicals. Death was due to broncho- 
8 spasm. Similar reactions were caused by the inhalation and 
the intravenous injection of benzene in animals who had had 
previous experience with the drug. The spasm was not 
Whitaker, Boone.—p. (20. relieved by epinephrine or atropine. It appeared quickly and 
Insulin. J. C. Shrader, Fort Dodge.—p. 622. disappeared with equal rapidity after forced ventilation of the 
1 —＋ ‘ . lungs. Repeated intramuscular injections were necessary, not 
—— to cause a state of true allergy, but to produce an area of 
Human Anthrax: inflammation from which the benzene at subsequent injections 


was absorbed in sufficient amounts to produce a bronchospasm. 
The author suggests that the bronchospastic action of benzene 
shown in these experiments on animals possibly applies to 
human bronchi and offers an alternative explanation for these 


Journal of Lab. and Clinical Medicine, St. Louis 
20 227-336 (Dec.) 1934 

Effects of Hyperpyrexia Induced by Physical Means on Complement 

— L. G. Hadjopoulos and W. Bierman, New York. 


Probably 
A. M. Snell, Rochester, Minn —p. 236. 
Allergic Phases of Arthritis, G. T. Brown, Washington, D. C.—p. 247. 
Phosphatase in Heterotopic Bone Formation 

of Bladder Mucosa. E. M. Regen and W. E. Wilkins, Nashville, 


Tenn.—p. 250. 

IN, Note. A. W. Rowe and 
Mary Guagenty, Boston.—p. 

*Factors I Sedimentation Rate of Erythrocytes. T. H. Cherry, 
New York.—p. 25 


289. 
S. E. Owen, Hines, II. 296. 


Panama.—p. 
of Teratoma Testis. 
of : Note. J. E. Hearn, New 


Analyses Cerebrospinal : Comparative 
Methods. B. S. Walker and H. J. Bakst, Boston.—p. 312. 
Flocculation Test in Spinal 


M Poisoning Treated Exsanguina- 
tion-Transfusion.—Hashinger and Simon report a case of 
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gen.—The procedure that Irving and Forbes use for the deter- 
mination of blood nonprotein nitrogen is essentially the same 
as Folin and Wu's method, except that one-fifth the amount 
of each solution is used and the tubes are graduated at the 
10 ce. instead of the 50 cc. mark. The procedure is as follows : 
One cc. of blood filtrate is transferred to a Pyrex test tube, 
150 by 15 mm,, graduated at 10 cc.; 0.2 cc. of Folin and Wu 
digestion mixture is added, and digestion is carefully carried 
out in the usual manner. Distilled water is then added to the 
10 cc. mark, the solution is mixed, and 3.5 cc. of Koch's 
Nessler solution is added. A standard is prepared at the same 
time, using 2 cc. of an ammonium sulphate solution (1 cc. = 
0.02 mg. normal); 0.2 cc. of digestion mixture is added, diluted 
to 10 cc., and 3.5 cc. of Nessler solution is added. The finger 
tip method is essentially the same as the foregoing: Two- 
tenths cc. of blood is measured in a special pipet and added 
to 34 cc. of distilled water in a 15 cc. centrifuge tube, the 
pipet being rinsed out several times with the diluting fluid; 
then 0.2 cc. of a 10 per cent solution of sodium tungstate is 
added, followed by 0.2 cc. of two-thirds normal sulphuric acid. 


Aiter mixing and for several minutes, 
centrifugated at a moderately high rate of speed; then 2 cc. 
ot the supernatant fluid is carefully digested with 0.2 cc. of 
igesti analyzed the 


ing, but this is as a rule 
Journal of Nutrition, 


8: 615-754 (Dec. 10) 1934 
Occurring Naturally in Certain 
stuffs: 11 


. Hemoglobin Observed 
Fed Toxic Wheat. X. W. Franke and V. R. 


and Water Extract of Prunes on Carbon 
Dioxide Combining Capacity and ition of Urine When Included 
in Acid, Neutral and U rolled Diets. E. C. 


of 
Miller, State College, Pa.—p. 669. 
Effect of Vitamin A Deficiency Concentration of Blood Lipids 
Albino Rats. Margaret Elizabeth Smith, Fayetteville, Ark. 675 
Between Antirachitic Factor and Weight of 


Basal 
Change of Climate on European and South Indian Women. Eleanor 
D. Mason, Madras, India.—p. 695. 

Assimilation of Phosphorus from Di-Calcium Phosphate, Chemically 
Pure, Tri-Calcium Phosphate, Chemically Pure, Bone Di-Calcium 
Phosphate and Cooked Bonemeal. K. V. Rottensten and L. A. May- 
nard, Ithaca, XN. 715. 

Seasonal Variation in Antirachitic Effectiveness of Sunshine. 
Sloan, Ithaca, N. ¥.—p. 731. 


Maine Medical Journal, Portland 
2S: 241-254 (Dec.) 1934 
Progressive Health Work in Public Schools. II. II. Cleveland, Portland. 
—p. 242. 


Baltimore 
43: 377-504 (Dec.) 1934 
The Etiology of Leprosy. E. B. McKinley, Washington, D. C. p. 377. 
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in the fast group and the other in the slow group. As a 
prognostic aid it is of slight help. A very rapid sedimenta- 
tion rate does not by any means indicate a poor outlook for 
recovery; it indicates that toxic absorption and tissue destruc- 

acute deaths in man. In view of these results the use of intra- tion are progressing so rapidly that production of biochemical 

muscular benzene injections in the treatment of bronchial changes in the blood stream is taking place, and this causes 
asthma, as reported recently by Kairiukstis, should proceed the imbalance of the sanguineous elements. The leukocyte 
with caution. count or filament-nonfilament study in conjunction with the 
clinical picture is of much greater aid than the sedimentation 
rate. 
»Mercurie Chloride Poisoning Treated by Exsanguination-Transfusion : 
Case. E. H. Hashinger and J. F. Simon, Lawrence, Kan.—p. 231. 
Nodular Granulomatous Lesions of Liver, Spleen and Lymph Nodes: 
Lipase and Esterase in Blood Serum: Their Diagnostic Value in Pan- 
creatic Disease. M. W. Comfort and A. E. Osterberg, Rochester, 
Minn.—p. 271. 
Prognosis of Coronary Thrombosis Based on Nonprotein Nitrogen in 
Blood. C. IL. Steinberg, Rochester, N. ¥.—p. 279. 
Modified Technic for Sternal Puncture and Its Value in Hematologic 
Diagnosis. C. Reich, New York.—p. 286. 
Comments and Procedure on Thick Blood Film Technic. J. Benavides, 
Panama, Republi 
Friend's Method 
York.—p. 302. 
Determination of Urine Chlorides with Mercuric Nitrate. C. E. 
_ Holdridge and J. W. Cavett, Minneapolis.—p. 303. 
may be filtered a small pape 
Simplified Technic for Colorimetric Determination of Blood Cholesterol. àfter centri unnecessary, 
R. S. Fidler, Col Ohio. 307. 
P phia 
F 
*Micromethed for Determination of Blood Nonprotein Nitrogen. H. e Rats Which Were 
Irving and J. C. Forbes, Richmond, Va.—p. 316. Potter, Brookings, 
New Method for Determination of Blood Cell Volume. S. J. Mason, S. D.—p. 615. 
Cincinnati—p. 318. Id.: IV. Effect of Proteins on Yeast Fermentation. K. W. Franke 
Simple Apparatus for Keeping Citrated Blood Warm During Injection. j 
— — — — 
: f isoni ; ; uman Milk Studies: XVI. Vitamin D Potency as Influenced by Sup- 
mercuric chloride poisoning in which they employed — Dict of Sether Busing end Lactation 
exsanguination-transfusion. It was done for two reasons: Cow's Milk Fortified with Concentrate of Cod Liver Oil: (Test on 
First, as shown by Rosenbloom and others, the blood and other Rachitic Infants and Rats). D. J. Barnes, Frances Cope, Helen A. 
tissue juices contain the greater part of the absorbed mercury, a — ont 22 Macy. 2 647. * iz 
: norganic Salts in Nutrition: Correlation 

so that replacing of the Se the — = the Growth 2 — of Polycythemia Induced by Feeding 4 

largest possible quantity. 1 blood is replaced in Ration Poor in Salts. Pearl P. Swanson, Ames, Iowa, and A. II. 

sufficient quantity, the nitrogenous products retained in the Smith, New Haven, Conn —p. 659. 

body will be diluted and kept at a sublethal level until the Derivation of Factors for Computing Gaseous Exchange and Heat Pro- 

renal epithelium can regenerate. In addition to the bleeding ‘ 

followed by transfusions, the patient was given a small amount a 

of sodium thiosulphate for its reported value in neutralizing 

available mercury. Sodium chloride was given to combat loss tl 

of chlorides by vomiting. When the patient was seen seven Contents of Chicken. W. C. Russell, M. W. Taylor and D. F. 

, ¢ — sal, ination sf 1 the . to be Chichester, New Brunswick, N. J.—p. 689. 

entirely negative. The systolic blood pressure was 140 and the 
diastolic 80 and chlorides 460. Clinically the patient was well. 

Sedimentation Rate of Erythrocytes.—It appears to 
Cherry that changes in the blood sedimentation time are caused 
by disturbing the fine balance between the cellular and fluid 
elements in the circulation. Cell volume and the variations 
of fibrin, euglobulin and globulin in the plasma apparently 
influence the change of rate. These variations from normal 
test for diagnostic purposes, the cell volume and nitrogen par- 
titions must be determined if it is to be of any value. The 
sedimentation test alone is confusing. Of two persons having 
the same disease, one will frequently show a sedimentation rate 
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New England Journal of Medicine, Boston 


211: 1039-1076 (Dec. 6) 1934 
for Resection of Cecum 


and Proximal Colon. S. C. 

Harvey, New Haven, Conn.—p. 1039. 

Amebiasis in Boston. G. C. Boston.—p. 1044. 

„ oo C. W. McClure and H. A. Osgood, Boston.— 
p. 1045. 

Continuous Follow-Up Department of the Modern Hospital. H. A. 
Nissen, Boston.—p. 1048. 

Contribution to Technic of Fat Grafts. F. J. Cotton, Boston.—p. 1051. 


Philippine Islands Med. Association Journal, Manila 
24: 421-462 (Nov.) 1934 


i lodized Wightiana Ethyl Esters and 
Wightiana Oil Round Nerve Trunks. J. O. Nolasco, Culion.— 


Significance of Shoulder Tip Reflex Pain. A. Liboro and 
J. P. Celis, Manila.—p. 434. 
Medical Ethics and the Times: Need for Reform. J. D. Castillo and 
C. Camomot, Cebu, Cebu.—p. 441. 
„ Richmond 


Virginia Medical M 
@i: 439-502 (Nov.) 1934 
Medicine an Art and a Science. R. D. Bates, Newtown.—p. 439. 


Disorders of General Medical 
A. G. Brown Jr., Richmond.—p. 442. 
Treatment of Common Types of Chronic Arthritis. T. P. Sprunt, Balti- 
more.—p. 448. 
Treatment of Pneumonia with Serums and Immunogens: Case Reports. 
M. C. Newton, Narrows.—p. 4 


News.—p 

P. F. Whitaker, Kinston, 
. C—p. 4 

Calcium Ortho-lodoxybenzoate in Treatment of Arthritis. T. Wheeldon, 
Richmond. — p. 
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red, the breath smells of acetone, the temperature is 
subnormal and the blood pressure is low. There is a lump or 
viness felt in the pit the stomach, which is not relieved 


West Virginia Medical J 
20: 529-576 (Dec.) 1934 
The Problem of the Cross-Eyed Child. 1. C. Peter, Philadelphia. — 


ournal, London 


Prolapse 
cedures of anterior 


the uterine stumps and ovariopelvic stumps are fixed on either 
side to the upper margin of the new lateral vaginal walls. The 
cut edge of the peritoneum of the uterovesical pouch are joined 
to the anterior landmark sutures, thus forming the upper end 
of the new anterior vaginal wall. The anterior vaginal wall is 
reconstructed. The redundant peritoneum of the hernia of the 
pouch of Douglas is removed and the peritoneal stumps are 
sutured to the posterior landmark sutures, thus forming the upper 
end of the new posterior vaginal wall. The posterior vaginal 
mucosa and the perineal body are reconstructed. The author 
states that the operation requires an hour to an hour and fifteen 
minutes for its performance, without undue difficulty in the 
control of unexpected oozing. There is, as a rule, no appreciable 
shock, and the patients do not have a stormy postoperative 
period. In general they are sitting up the next day, ready to 
do justice to their dinner. Toward the end of a week there 
is usually some vaginal discharge, which clears up readily with 
douching. The length of stay in the hospital and the con- 
valescent period are the same as that for simple repair 
operations. 


Indian Medical Gazette, Calcutta 
@®: 541-600 (Oct.) 1934 

Latent Malarial Infection in Monkeys. R. Knowles and B. M. Das 
Gupta.—p. 541. 
Sty of ent R. V. Rajam, 
Filarial Affections of the Male Genital Tracts. P. N. Ray.—p. 554. 

Septicemia and Filarial Orchitis. M. N. De and K. D. 
Chatterjee.—p. 558. 
*Concentration of Quinine in Blood After Intravenous and I 
Injections. R. X. Chopra, A. C. Roy 


on Significance of Small Flaking or 0 
Agglutinins in Typhoid Fever. D. W. Soman.—p. 572. 
Some After in Rabbits. R. k. Pal, S. Prasad 


and H. N. Banerjee.—p. 577. 


Concentration of Quinine in Blood After Intravenous 
and Intramuscular Injections.— 


i 


and his associates on monkeys show that, if allowance is made 
for small variations due to the constantly changing factors in 
the animal organism, the concentration of quinine in the blood 
after administration by the oral and parenteral routes runs 
almost parallel. In some cases the concentration obtained within 
the first few hours after oral administration was definitely 


smaller, but the concentration soon rose to practically the level 

of the parenteral routes. In ordinary cases no great 

can be claimed for any particular method. The selected 

by the clinician should therefore be what suits the patient best. 

The clinical condition of the patient is the best guide in deciding 

what route should be adopted. The oral route is undoubtedly 
method of choice the vast majority of cases. condi- 


the in the va The 
tion of the tongue is an excellent indication of the state of the 
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FOREIGN 
An asterisk (“0 before a title indicates that the article is abstracted 
below. Single case reports and trials of new drugs are usually omitted. 
British Medical | 
2 891-928 (Nov. 17) 1934 
Some Aspects of Pain. M. Critchley.—p. 891. 
Physical Efficiency After Operations for Hernia. C. M. Page.—p. 896. 
*Prolapse Syndrome. A. C. Palmer.—p. 899. 
’ Cyclopropane Anesthesia. W. S. Sykes.—p. 901. 
1 colporrhaphy, vaginal hysterectomy, recon- 
JJ. struction of the hernia of the pouch of Douglas, posterior 
p. 421. colporrhaphy and perineorrhaphy for the prolapse syndrome. 
The operative field is prepared and the perineum is incised back 
to the anal margin. The nymphae are sutured to the thighs, 
and traction sutures are inserted in the cervix. The area of 
vaginal mucosa to be removed is determined: (1) of the anterior 
mucosa; a landmark suture is inserted to mark the upper end 
of the new anterior vaginal wall, and (2) of the posterior 
vaginal mucosa; landmark sutures are inserted at the site of 
the upper end of the new posterior vaginal wall. The redundant 
tissue of the anterior and posterior mucosa and the uterus is 
removed in one technic. In reconstructing the pelvic diaphragm, 
Classification and Etiology of Heart Disease. L. E. Stubbs, Newport 
81: 503-564 (Dec.) 1934 
The General Practitioners’ Interest in Rectal Diseases. H. B. Stone, 
Baltimore —p. $03. 
Injection Treatment of Acute Thrombophiebitis in Varicose Veins. 
E. L. Lowenberg, Norfolk.—p. 510. 
Management of Heterophoria. J. H. Dunnington, New York.—p. 515. 
Significance of Neisserian Smears from the Prostate and Seminal 
Vesicles: Preliminary Report. W. M. Bowman, Petersburg.—p. 319. 
Tumor of the Kidney, with Especial Reference to Too Frequent Dis- 
regard of Its Chief Clinical Manifestation. J. F. Geisinger, Richmond. 
—p. 322. 
*Milk Sickness. Ronda Horton Hardin, Banner Elk, N. C.—p. 328. . 
Clinic Obstetrics: Review of Fifty-Two Consecutive Cases. R. B. 
Nicholls, Norfolk.—p. 531. 
Accidental Pneumocranium. J. P. Madigan, Washington, D. C.—p. 536. 
Skin Eruption with Codeine: Case Report. M. H. Harris, West Point. 
—p. 537. 
Rurulent Pericarditis: Case Report. H. Davis, Roancke.—p. 539. 
Milk Sickness.—Hardin has seen this disease for the last 
sixteen years and has treated more than 100 cases. Alcohol 
disease 
alcohol 
to gastric 
mountaineers treating 
ismissed lightly. No Juinine in peutics of Maart „ A. Murphy.—p. 50 
the effect of brandy and any other Early Treatment of Malaria. H. Williamson and S. Singh.—p. 568. 
the principal symptoms are loss of Intravenous Quinine Therapy in Malaria. S. Subrahmanyam.—p. 570. 
and stiffness in the legs, languor Intravenous Versus Intramuscular Quinine: Notes. D. Manson.—p. $71. 
Dy VOMMINg and is tel un tis well. CUverneatit 
or violent exercise will bring about an acute stage of the 
disease, as it does in animals. 
Sane Hospitalization and Treatment of the Insane. J. E. Offner, 
Weston.—p. 534. 
Review of Etiology and Pathology of Various Cardiac Conditions. C. C. 
Fenton, Morgantown.—-p. 53°. 
Collapse Therapy in Treatment of Pulmonary Tuberculosis. G. L. 
Leslie, Howell, Mich.—p. 543. 
Syphilitic Hemiplegia: Report of Case. W. D. Fitzhugh and P. R. 
Fox, McComas.—p. 548. 
Sinusitis and Its Complications with Few Related Dental Problems. 
Sobisca S. Hall and H. V. Thomas, Fairmont.—p. 550. 
Strophanthus. EK. Podolsky, Brooklyn.—p. 560. 
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pneumon 

intratracheal inoculation of intluenza bacilli in rabbits and 
guinea-pigs would suggest that it is probably not possible to 
produce a spreading tracheal infection in these animals, and, 
although occasional animals so inoculated may die of septicemia 

or bronchopneumonia, it is probable that severe traumatic 
˙ — 
Rabbits and guinea-pigs develop readily a condition of hemor- 
rhagic edema of the lungs as a result of the introduction of 
liquids intratracheally, so that great caution is necessary in 


ing the significance of pulmonary lesions consequent on 
such inoculations. 
Journal of Tropical Medicine and Hygiene, London 
37: 321-336 (Nov. 1) 1934 


Acute Articular Rheumatiom (Maladie de Bouillaud): Is It Really a 


Syndrome’ Réle of Pneumococcus as Agent. 
Scarlatinal Rheumatism: Treatment of Focal Selection te by X-Ray. 
N. Farah.—p. 321. 
ymenolepis Nana Infection: Case. A. J. Noronha.—p. 325. 
A7: 337-352 (Nov. 15) 1934 


Outbreak of Food Poisoning in Trinidad Due to Bacteria Aertrycke in 
inned Sardines. J. I. Pawan and K. Seheult.—p. 337. 
of 


London 
2: 1145-1206 (Nov. 24) 1934 
Tremor, Ataxy and Spasm. W. Harris.—p. 1145. 


and Impedance Angle in Thyro- 
D. Robertson and A. T. Wilson.—p. 1158. 


Medical Press and Circular, London 
189: 453-474 (Nov. 21) 1934 

Treatment of Athletic Injuries. R. S. Woods.—p. 456. 
Sheldon. 
of Food. R. McCance.—p. 463. 

Suicide and Euthanasia. F. PF. Weber.—p. 466. 
that the diagnosis of a typical case of hemochromatosis should 
not give rise to difficulties, once the classic triad of enlarge- 
ment of the liver, pigmentation of the skin and diabetes is 
recognized. There will always be latent cases in which one 
or more of these may be absent, and it is then that diſncu 
arise. The diagnosis is most difficult in cases that 
an ion 


in or diabetes. In such cases one yes always 


15 
7275 
eg 


period of years. In such a case the presence of a metallic shade 
in the pigmentation is suggestive, and, once the characteristic 
nuance has been seen, it gives certainty. In such cases the final 
diagnosis can be substantiated only by the passage of time. 


South African Medical Journal, Cape Town 
8: 781-820 (Nov. 19) 1934 
Remarks on Treatment of Syphilis. F. M F. Purcell p. 783. 
Breech Presentations. R. D. Knoblauch.—p. 788. 
Deep X-Ray Therapy. J. M. Grieve Jr.—p. 789. 
The Public Health Aspect of Typhoid Fever. G. D. Laing. p. 793. 
a Fevers in the Union of South Africa. M. F. Rhode 
p. 


et Obstétrique, Paris 
20. 305-400 (Oct.) 1934 


— Indicate Hydatiform Mole? 
Technic of 12 of Ureters in Large Intestine. N. Maro 
p. 316. 
of and Treatment of Frontal Presentation. A. 
S évall.—p. 326. 
Torsion of Pedicle of Cystic Tumors of Ovary. R. I. Scibile.—p. 352. 


albumin in the urine and toxic signs, but there was a highly 
elevated value of the gonad stimulating factor in the urine 
The strong ive evidence of hydatiform mole and the 
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Ollier’s Chondrodysplasia. A. Richard, F. V. Dupuis, C. Roederer and 
R. Froyez.—p. 1833. 


X.-J. Contiades and J. Naulleau.—p. 1866. 
F Its Diagnostic Importance. P. Emile-Weil and 


unction of Spleen: 

P. Isch-Wall.—p. 1874. 

Dissociation of Tubercle Bacillus. -A“ a result of cul- 
tural and animal experiments, Saenz and Costil conclude that 
stocks of tubercle bacilli of mammals may be easily dissociated 
The S variant is non-tubercle 


inflammatory 
and hen, which recover when small doses are given, while the 
R variant, with the exception of BCG, which never produces 


the R variant of the avian bacillus into S, and vice versa. 
Glycerinized potato, for example, is favorable for the slow 
transformation of S into R. They conclude, therefore, that the 
attenuation of virulence of strains of avian bacilli long kept 
in the laboratories is due to the fact that the initial variant 5, 
which always predominates in freshly isolated cultures, is 
replaced by the variant R. which is much less pathogenic and 
whose morphologic characteristics approach that of the bacilli 
ot mammals. The dissociation of human strains was more 
laborious and it was difficult to obtain several variants. The 
pigmentation of the chromogenic variant was less intense than 
that of the avian and was observed only in the colonies of the 
S variant. The authors believe that their observations on dis- 
sociation indicate that all types or varieties of tubercle bacilli 
are derived from a single primitive stock. The elements of 
this common specific stock, in accomplishing their evolution 
in one or another sensitive animal, give rise to the bacillary 


M — Jous. A. M.A. 
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raised virulence intrapleurally in rabbits a bronchopneumonia 
can be produced consistently, the lesion having a close resem- 
Gonad Stimulating Factor in Urine and Hydatiform 
Mole.—Reeb and his collaborators believe that cases already 
reported prove that the value of the gonad stimulating factor 
in the urine of pregnant women is not necessarily always 
increased even in the presence of a living hydatiform mole. 
Whether the reverse is true—that it is possible to have an 
increased value of the gonad stimulating factor in the urine 
without the presence of a mole—is the subject of their report. 
reer 1 cases are reported by them. In both pregnant women 
the uterus was too large to correspond with the last menstrual 
period; there were repeated hemorrhages for from eight to ten 
H weeks, a negative roentgenogram in one case, the absence of 
Aucat for evacuation of the uterus. Actually no hydatiform mole was 
Scarlatinal Rheumatism: Treatment of Focal Infection by X-Ray. present, but histologic examination of the placentas showed an 
N. Farah.—p. 343. exaggerated activity of the ectodermal covering of the villosities 
of molar character in one case, and a less marked but also 
abnormal condition in the other. The authors believe that this 
exuberance of the plasmodes of the Langhans cells, which is 
Individual Variation in Response to Drugs. A. J. Clark.—p. 1149. not normally seen in placentas of the fourth or fifth month, 
Surgical Anatomy of Anal Canal, with Especial Reference to Anorectal probably explains the elevated values of the gonad stimulating 
Fistulas. E. T. C. Milligan and C. XN. Morgan p. 1150. factor in the urit 
Retroperitoneal Hernia: Account of Two Cases. A. E. 
bp. 1156. a 
ag, (Rov. 17) 1938. Partial Todex 
Scarring Syphilids and Gangrenous Syphilids. C. Milian.—p. 1816. 
Volkmann's Syndrome Treated by Arteriectomy: Histologic Study of 
(bliterated Humoral Artery. F. Mathieu, F. Padovani, R. Letulle 
and P. Normand.—-p. 1819. 
Progressive Ossifying Myositis. F. Massclot, A. Jaubert de Beaujeu ry 
and K. p. 1823. 
*Researches on Dissociation of Tubercle Bacillus. A. Saenz and L. Costil. 
1827. 
Solitary Pediculated Adenoma of Liver. C. Lenormant, I. Bertrand 
and J. Patel. p. 1829. 
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41: 1553-1660 (Nov. 22) 1934. 


Red Myoma in Pregnancy: Case. J. Leon D. EK. Caravias.— 
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portion pregnancy progresses. 
while in the fetal portion the opposite is the case. With the 
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exception of the blood corpuscles, particularly the leukocytes 
and lymphocytes, glycogen is present in all the cells of the 
there are sites of predilection. In the maternal 
and the adhering portions of the uterine 
contain largest amounts of glycogen, 
fetal portion glycogen is present in large 
Langhans. The syncytium contains 
roma more. In the stroma there are two 
those of the connective tissue and 


ij 


fetal tissue was not demonstrable; thus the transfer may have 
taken place only by resynthesis. 
Determination of Sex of Offspring.—Schumacher evalu- 
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interest. The author is conducting experiments for the clarifi- 
cation of this problem. 
Archiv fir 
103: 193-256 (Nov. 23) 1934. 


person 
found that the Hanganatziu-Deicher reaction is strongly posi- 
tive, particularly in monocytic angina. Dudas studied the 
Hanganatziu-Deicher reaction in nurslings and children. The 
test was made as follows: To 1! cc. of serum, inactivated by 
1 cc. of 

cc 


heating for fifteen minutes in a water bath at 56 C., 
physiologic solution of sodium chloride is added. Then 
of this mixture is withdrawn and placed in another test 
which contains already | cc. of physiologic solution of 
chloride, and the series is continued in this manner. 
of fluid is removed from each tube and is replaced by 


3 
elements of the S variant and terminate in greater and greater 
predominance of the elements of the R variant. It is by reason 
of this adaptation that the avian bacillus, represented essentially 
by the S variant, is the most primitive and least differentiated 
type. The bovine type comes next. The human type, on the 
contrary, in which the R variant predominates, is the most 
narrowly adapted. These facts and conclusions, they believe, 
throw a new light on microbiologic and clinical facts hereto- 

fore difficult to explain. 

. In this manner the arrangement 

Prensa Medica Argentina, the villi. The placental vessels 

Bi: 2049-2098 (Oct. 31) 1934 contain from the beginning, particularly in the muscle portions 

ME «Clinical and Parasitologic Study of Twenty. and the connective tissue portions, considerable amounts of 

— — Castex Greenway.—p. 2049. glycogen, and they increase further with advancing pregnancy. 

Cirio and E. G. Murra 

A. 6. Peralta Ramos. 

Acute Encephalitis with Pyramidal Symptoms and Typical Mental Con- 

fusion: Case Ending on Recovery. J. M. Macera, J. Pereyra Kafer . 

and B. A. Messina.—p. 2089. offspring. He shows that the theory accepted by Hippocrates 

gart and Peralta Ramos obtained satisfactory results in per : : : : 
cent of their cases by the administration of four subcutaneous yr — disproved by the fact that in unilateral castration 
injections of dead spermatozoa of sheep, given at intervals of — both ar have been born. The dietetic hypotheses, 
two days. The first injection contains thirty million dead ~~ to which the diet of the mother exerts an_influence 
spermatozoa, the second twice as many as the first, the third * 
twice as many as the second, and so on in multiple propor- 1 — 
tions. Neither local nor general reactions, worthy of consid- "Present at all, so shg 2 L a 
eration, are observable. The injections of large doses of 
spermatozoa do not alter the results. When the treatment is 
given for the first time it produces sterilization for from six 
to fifteen months, but the duration of sterility becomes shorter 

Partial Index 
4 Dermoid Fistulas and Cysts of Coccigeal Region. R. C. Ferrari 
. 1853. 
Salivary Crises in Tabes: Case. J. C. Montanaro and J. I. Hanén.-— 
p. 1636. 
Open Articular Fractures: Treatment with Early Suture 
Drainage. T. Gioia.—p. 1642. - 
Goiters at Puberty.—Del Castillo and Argonz say ing 
those of the type of toxic I 
more serious a y than if the condition appears during the 
adult age. The articles reported on the functional interrelation- 
ship between the anterior lobe of the hypophysis, the gonads 
and the thyroid are of importance. The origin of puberal colloid 
goiter may be traced to a scanty content of iodine in drinking N , — oe —— 
water if the patients live in the mountains, and to an excess ii — 1— — 
they live on the prairies. Puberal goiter should be classified, 1 — — in Bight — — * —— 223. e 
; iati metaboli , „ ryt . m a Scar ever. . von Moritz p. 227. 
— y — * 2 Studies on Relief of Colon in Nurslings. K. Geflerth.—p. 231. 
type), (2) goiter with increased basal metabolism (type of toxic Hanganatsiu-Deicher Reaction During Childhood.— 
adenoma) and (3) goiter with decreased basal metabolism (type Dudas points out that Hanganatziu and, independent of him, 
of thyroid insufficiency without myxedema). Deicher observed that, following the parenteral administration 
of heterogenic serum, human blood serum agglutinates certain 
ee heterogenic erythrocytes, particularly those of sheep, horses, 
321- Nov. 23) 1934. Partial In hares and guinea-pigs. Especially noteworthy is the high 
Treatment 1 = Bache 83 ** agglutination titer toward the erythrocytes of sheep after the 
Membranous Dysmenorrhea, an Incretory Disorder. A. Pohl.—p. 326. 
*Glycogen in Placenta. II. Guthmann and Leonie Béhme.—p. 336. 
Corpus Lutewm Hormone and Its Demonstration in Pure Form. 
E. Fels.—p. 364. 
*Theory and Practice of Determination of Sex. P. H. Schumacher 
393. 
2 Distribution and Significance of Placental Glycogen in Various 

Phases of Pregnancy. B. Szendi..-p. 409. 

Glycogen in tube, 
surgical specimens for the glycogen content of t etal a odium 
maternal portions of the placenta during the different months of D.S cc. 
the gestation period. They found that the glycogen content in cc. of 

a> per suspension COrpu . cc. of 
of sodinm chloride is put into cach 
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paratively narrow limits, but in the latter certain fluctuations 
are noticeable, which apparently correspond to the former cycle. 
In women of the propagative age, the elimination of the female 
sex hormone is greatest at the time of ovulation, while the 
luteum hormone (male) are eliminated 


average is 3,000 fish units. After that its excretion decreases 
apparently (slower in long cycles, faster in short cyc 
the time of ovulation, and during the last days 
to consider the activity of the 


2 2 


of minnows 


i 
4 


38 

10 

gigs 


of patients with multiple sclerosis actually has 

tivity to the extracts from brains with multiple 

several tables of the results of their 

indicate that there is a noticeable difference in 

the multiple sclerosis serums and the control 

over, in some patients with multiple sclerosis, who had a 
disease 


HEL 


are accompanied by a narrowing of the coagulation 
the fever i 


inflammatory character (exudation), such as pulmonary tuber- 
culosis, pleurisy with effusion, the acute stage of articular 
rheumatism, suppurative processes and exudative malignant 

tuberculosis. The coagulation band shows no devia- 
tion to the left without an inflammatory, that is, an exudative, 


disorders, in which exudative and fibrous processes concur 

cannot always be clarified by Weltmann’s reaction. In pleural 
exudates the coagulation band runs practically parallel to the 
course of the disorder. Since the Weltmann serum coagulation 
reaction does not always give reliable results, it is advisable to 
combine it in doubtful cases with the determination of the sedi- 
mentation speed of the erythrocytes. 


Medizinische Klinik, Berlin 
BO: 1581-1616 (Nov. 30) 1934 
During Childhood. 


589. 
E. Sebrt. 
in Traumatic Thrombosis of Splenic Vein. J Monauni 


--p. 1591. 


Peculiar C Renal Dwartism with Spastic Diplegia, lodiocy 

8 Atrophy of Optic Nerve (Silberstern’s Type). K. Wallis.— 
121. 

* of Suprarenal Medulla During Childhood. F. Eckardt. —p. 127. 


Hormone Regulation of Chloride in Children. Török 
and Neufeld point out that the action exerted by the hor- 
mones of the hypophysis and the thyroid on the chloride- 
r investigated but that t 

of other 
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they were put on a milk diet with a lower salt content. During 


Journ. 
Fas. 9, 1935 
is tested on female minnows. It was determined that corpus that the coagulation shows a deviation to the right in fibrous 
luteum hormone (male hormone), perhaps augmented by hor- and cirrhotic forms of tuberculosis. In inflammatory processes 
mone of the suprarenal cortex, is present in the urine of women of pulmonary tuberculosis, in cavernous progressive conditions 
in all stages of the cycle, and also in the urine of young girls with exudative processes and in caseous pneumonic pulmonary 
and of women of the menopausal age. In young girls and in tuberculosis, a deviation to the left is noticeable. Pulmonary 
during the period of menstruation. At this time the daily 
CSpringer. F. 1581. 
superordinated organ, either th Metal Compounds on Growth of Bacteria. W. 
anterior lobe of the hypophysis or a nervous center or both. Modern Vitamin Therapy During Childhood, I. Brugsch.—p. 1587. 
regulate the climination. At any rate, the actions of the corpus Coronary 
luteum are rather complicated and cannot be reduced to as . 
simple a system as that suggested by Knaus. The authors 8 
believe that the corpus luteum is probably the main cause of he 1 c — 1508. 
Alopecia Areata and Hormone Treatment. PF. Janson p. 1597. 
Influence of Metal Compounds on Growth of Bacteria. 
—Haase tested the foils of copper, brass, tin, aluminum and 
silver for their bactericidal action and compared it with that 
of two silver compounds, silver manganite and the silver salt of 
he thiocellobiose. The tests were made with agar plates. The 
author points out that silver foil has been known as an effective 
bandage for wounds, but he found that its bactericidal power is 
rather slight. The foils of other metals exert hardly any 
bactericidal power on organisms on the agar plate. The silver 
compounds were found to be much more effective. The silver 
salt of thiocellobiose was tested with gauze saturated with a 10 
per cent solution of the substance. This gauze proved to have 
great bactericidal power on the agar plate. The author states 
that the action of this gauze on wounds has not been thoroughly 
investigated as yet, but, since a 5 per cent solution of the silver 
salt of thiocellobiose has been used for injection without harmful 
effects, it may be assumed that wounds will tolerate the gauze 
impregnated with the substance. In fact, several applications 
by a revealed no changes in the course of the development of wounds. 
change to a negative reaction. The positive reactions were most Silver manganite proved somewhat less effective on the agar 
ing summary of their studies the authors show that it is as yet 
impossible to give a definite estimate of the value of their points out that silver manganite is introduced into bandage 
serologic studies, but their observations so far indicate the materials, catgut and silver foil and that in this form it finds 
existence of a serologic change that is comparatively frequent wide application. It has no irritating effect on wounds and it 
in patients with multiple sclerosis. has been used also in the form of powders and ointments. The 
Weltmann’s Serum Coagulation Reaction in Tuber- author admits that the surface antisepsis of a wound is only 
culosis.—V oigtlainder points out that Weltmann’s serum coagu- 4 small part in the fight against infection. 
lation reaction is helpful in the diagnosis and prognosis of 
tuberculosis. This new reaction permits a decision as to whether Monatsschrift fir Kinderheilkunde, Berlin 
the tuberculous processes in the organism are of the exudative @1: 73-160 (Nov. 27) 1934. Partial Index 
or the fibrous type. He describes the technic of the Weltmann ‘Hormone Regulation of Chloride in Children. G. Térék and I.. Neufeld. 
serum coagulation reaction and describes his own experiences pom. 73. * 
with the method. Weltmann had found that a number of febrile W 
processes —̃ * Fluctuations in Immunity in Infectious Diseases. G. Meyer zu Hörste. 
band; tha p. 94. 
was not the cause of the deviation to the left was proved by 8 of — | Method for Diagnosis of Appendicitis. H. 
the fact that in artificially induced fever the flocculation band ẽů 
was normal. Devistion to the left was chesrved in diseases of 
of the process. As the inflammatory process improves, the 
coagulation band returns to normal. A deviation to the right 
pensation with stasis and in fibrous forms of tuberculosis. The 
author performed the Weltmann serum coagulation test on 400 
inmates of a sanatorium for tuberculous patients and found 


with the antidiuretic hormone fraction of the posterior lobe of 
the hypophysis. During the first part of the second test period, 
when the antidiuretic posterior hypophyseal hormone was 
administered daily, the average daily chloride elimination was 
greater than during the first period, when a standard diet, and 


the thymus extract was given, the chloride content of the urine 
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so unfavorably that the immunity was practically lost again. 
The vaccination reaction. the 


of the whooping cough was the result of the smallpox vaccina- 
tion that had preceded it. 


2 


unsuited for the diagnosis of a disorder of the appendix. The 
author was unable to corroborate statement that the evacua- 
tion time becomes normalized after the inflammation of the 
appendix has subsided. 
Zentralblatt fiir Gynikologie, 
SG: 2881-2944 (Dec. 8) 1934 


and Pregnancy. R. Luh.—p. 2891. 
to Fuchs. F. Friedl and 


Internal i in Form of Unusually Large Solitary Chocolate 
Cyst. M. Matyas.—p. 2903 

Marking the New-Born for Purpose of Preventing Mistakes in 
Identity. F. Kovacs.—p. 


Sis. 
Attempts were made by Tschertok and Penkow and by West- 
In order to be able to determine 


1171 


the ovaries, and he concludes from this that it is possible 
reactivate the i 
ecting the sex hormone of the anterior lobe of the hypophysis. 
The author thinks that a number of his observations can serve 
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2 
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Votume 104 
Numsee 6 
the second test period, when the children received once more the 
standard diet, they were given daily injections of hormone or 
glandular extracts. This period lasted generally eight days and immunity processes became active again and the child recov- 
after that the children were put once more on a milk diet. ered. The author points out that in the Spanish literature the 
The amount of chloride excreted in the urine was determined suggestion has been made to employ smallpox vaccination for 
daily by the method of Russznyak. The first tests were made the treatment of whooping cough, but that some Spanish authors 
have objected to this method. He thinks that his case, in 
which whooping cough and vaccinia accidentally concurred, is 
an argument against that treatment, because the severe course 
no hormone extract, was given. At the time of the milk diet — 
of the second period, an retention of chloride 
demonstrable. The vari hormones and extract ** T X 21 
. 2 e were appendix in a number of children. He reaches the conclusion 
tested on fifteen children. The sex hormone of the anterior that roentgenoscopy with the aid of contrast filling is not suited 
hypophysis was tested in four children and the follicle hormone for the diagnosis of appendicitis. He found that the evacua- 
in three ; the extract prepared from the entire ovary, the corpus tion time differs widely even in normal appendixes, and he 
luteum hormone, and the estrus stimulating and inhibiting thinks that it is largely determined by anatomic and physiologic 
fractions of the corpus luteum hormone in one child each; the peculiarities, such as the length, position and lumen of the 
testicular extract n three children. and the extract of the appendix, the intestinal activity and the mode of life. At any 
mammary gland in one child. These experiments revealed rate, the isolated filling of the appendix may last 100 hours 
that, with the exception of the corpus luteum hormone (entire), and even more when the organ is healthy, so that a filling that 
of the estrus-inhibiting fraction of the corpus luteum and of lasts this length of time need not be indicative of a pathologic 
the mammary hormone, the sex hormones and extracts cause the 
an increased retention of chloride during the time of their of 
— ⁊ 
chloride is eliminated. The extract of the pineal body was 
tested in four children. In these tests no regularity was * 
demonstrable. In experiments with extracts of the thymus 
and the spleen, an increased chloride elimination was noticeable f ———————— on 
after the administration of these extracts had ceased. While duration of the filling of the cecum and the a 32 
this was not the case, and in one child the elimination was 
even increased. In the experiments with the tonsillar extract 
it was found that, although the chloride elimination in the 
urine was not reduced during the time of the injection of the 
' extract, it increased after the cessation of the injections. The 
administration of liver extracts proved without influence on — f 
the chloride excretion. The same may be said about de «Crane et 
extrect of the cuprarenai corte and shout Parathyvold 
extract produced a considerable chloride retention in two chil- EK. Kulka.—p. 2896. = 
dren, while in another child, when a less concentrated para- 1 82823 of Female Fertility on Age. H. 
thyroid extract was used, this was not the case. — 1 
Fluctuations in Immunity in Infectious Diseases. — 
Meyer zu Hoér:te points out that the resistance of the organism 
to infections is subject to considerable fluctuations. It hap- 
pens, for instance, that the disease suddenly develops in physi- Reactivation of Senile Human Ovaries.—W aldeyer points 
cians and nurses who for years have worked in a scarlet fever out that Zondek and Aschheim and several other investigators 
department. But not only the resistance to a certain patho- succeeded in bringing about regular estrus in old animals by 
genic organism but also the so-called natural immunity is 
subject to fluctuations. In the course of an infectious disease, 
it may happen that the defense mechanism fails suddenly. In 
this event a change must take place in the fluids and cells of 
the organism, which cannot be determined by means of the acy experiment tey ese iMjections tv 
ordinary methods of examination but may become manifest in women of the menopausal age, who had to undergo operations 
the skin or in the visible mucous membranes. The author on the genitalia. Tschertok and Penkow employed pregnancy 
describes the case of a child, aged 13 months, who developed and obtained negative results in all except one of the 
whooping cough. This became complicated by pneumonia and and in this one estrogenic substance had been adminis- 
by cutaneous suppurations in the occiput. Suddenly the condi- in addition to the urine. Westman, who used pregnancy 
tion became more threatening: a meningo-encephalitis and a in two cases, observed what he considered a reactivation 
severe occipital ulceration developed. The child died. This 
case illustrates the sudden loss of the natural immunity. When 
this took place, not only did the organism lose resistance to 
the whooping cough, but the disease processes of the skin like- 
wise did not heal. The author thinks that, when the infectious as controls of Westman’s experiments, for he examined the 
process spread to the central nervous system, the natural ovaries of women of the menopausal age without previous injec- 
immunity failed completely. The development of a second tion of gonadotropic substances. Observations in seven cases 
infection, for instance the concurrence of diphtheria and measles, convinced him that the development of a follicle to the stage 
may lead to such a complete failure of the natural immunity. of a young corpus luteum, together with the corresponding 
The author further reports the history of a child, who, because changes in the uterine mucous membrane, can take place during 
the first vaccination against smallpox had not taken, was revac- the menopause, although no hormone has been administered. 
cinated, and this time the vaccinia presented the usual aspects. Moreover, he points out that Robert Meyer observed even a 
About the time when the formation of the immune bodies had fully developed corpus luteum. The author concludes that he 
already passed its peak, the child developed whooping cough, does not care to deny the possibility of a modification of the 
which took an especially severe course. This second infectious resting follicles in the ovaries of women of the menopausal age, 
disease influenced the immunization processes against vaccinia but he wants to point out that great precaution is necessary 
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Infections with Streptococcus Epidemicus.—In twenty- 


two cases of infections due to Streptococcus epidemicus during 


K. Hansen and EK. Blegen.—p. 1448. 


Partial Index 


& 
— 
= 
— 
— 
= 
ty} 
= 
* 
+ 
X 
& 


10) 1934, 


ig 
11122 111111 


12: 1395-1520 (Nov. 


periments on pathologic 
ypophysis and hepati 
Oland and hough the 
of a shok conditions 
result of is of | 
two decades The 
sin the sali uch as 
nection was e OF neg 
S as yet N vitamins, 
of the saliva airected tc 
the parotid and toward 
2 10 sided and. 
rest. The ncreasing the 
other of t 
rare and fc 
the case of zt voor U 
ho had a tt 8-886 (Dec. 29) 
reached Pregnancy. C 
third rib and and 
a slightly 
in length b 7 v Der Spe 
of the subm 
in a swellir a in Ma 
angle. ' described in 
of a dout new case of 
ransparent, c psittacotic 
le. There sé mia. The cut 
in the neck granular. 
hanged di ist of a ou 
il the ana large monc 
tion betw the large cells 
her first pre ing, and pa 
ing dead. ened. The 
le veloped in 505 quer 
fed only fi br contain or 
teenth day fe the 
s tumor and ions, which 
lecovered c epithelial deg ation. Some 
t about the the liver. The reticulo-endothelial 
arried to t swollen; the same may occur in the 
and the fi hemorrhages may be observed. The 
the puerperal ras the pathologic picture of psitta- 
oor of the m bsis, it is not sufficiently specific to 
during the mdemiologic picture. 
form ane 
rd month of or Laegevidenskapen, Oslo 
of the s 
A the mouth Streptococcus Epidemicus Together with 
mterior part ic Investigations of Properties of This 
; S. D. Henriksen.—p. 1361. 
connection be is on Development of Tar Tumors in Mice. 
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6. Ya. Curevich.— b. 1434, peared between the strains from Oslo- 
awe s. The strains are all ascribed to the 
Id. I. F. Gorina, F. S. Fass and I. X. which, however, was not confirmed. 
and from more or 
*Pathogenesis of Gout. I. A. Golyanitsk 
Pathogenesis of Gout.—Golyanit i the angina st 
production of gout has not been acc septic sore throat 
vation still remains the main sour investigated by 
malady. Visceral gout is frequently and from 1934 are 


